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Bicyclic Rbrinogen Antagonists 

Field of the Inventinn 

This invention relates to novel bicyclic compounds which inhibit platelet 
aggregation, pharmaceutical compositions containing the compounds and methods of 
using the compounds. 

Background of the Invantinn 

Platelet aggregation is believed to be mediated primarily through the fibrinogen 
receptor, or GFUb-IIIa platelet receptor complex, which is a member of a famUy of 
adhesion receptors referred to as integrins. It has been found that ftequently the natural 
Ugands of integiin receptors arc proteins which contain an Arg-Gly- Asp sequence. Von 
Willebrand factor and fibrinogen, which are considered to be natural ligands for the 
GPHb-ma receptor, possess an Arg-Gly-Asp (ROD in single lettar amino acid code) 
sequence in their primary structure. Functionally, these proteins arc able to bind and 
crosslink GPnb-ma receptors on adjacent platelets and thereby effect aggregation of 
platelets. 

Fibronectin, vitronectin and thrombospondin are RGD-containing proteins which 
have also been demonstrated to bind to GPnb-ma, Fibronectin is found in plasma and as 
a structural protem in the intracellular matrix. Binding between the sttuctural proteins 
and GPnb-nia may function to cause platelets to adhere to damaged vessel walls. 

Linear and cyclic peptides which bind to vitronectin and contain an RGD 
sequence are disclosed in WO 89/05150 (PCX US88/04403). EP 0 275 748 discloses 
linear tetra- to hexapeptides and cyclic hexa- to octapeptides which bind to the GPHb-nia 
receptor and inhibit platelet aggregation. Other linear and cyclic peptides, the disclosure 
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of which are incorporated herein by reference, are reported in EP-A 0 341 915. However, 
the peptide like structures of such inhibitors often pose problems, such as in drug 
deliveiy, metabolic stability and selectivity. Inhibitors of the fibrinogen receptor which 
arc not constructed of natural amino acid sequences arc disclosed in EP-A 0 372,486, EP- 
5 A 0 381 033 and EP-A 0 478 363. WG 92/07568 (PCT/US91/08166) discloses 
fibrinogen receptor antagonists which mimic a conformational T^tum in the RGD 
sequence by forming a monocyclic seven-membered ring stmcturc. There remains a 
need, however, for novel fibrinogen receptor antagonists (e.g. inhibitors of the GPIIb-ffla 
protein) which have potent in vivo and in vitro effects and lack the peptide backbone 

10 stracture of amino add sequences. 

The present invention discloses novel bicyclic compounds including benzazepines 
and benzodiazepines, which are inhibitors of the GPIIb-IIIa receptor and inhibit platelet 
aggregation. Certain 5-phenyl-l,4-benzodiazepines arc known as a class of drugs whidi 
affect the central nervous system, and have been used as anxiolytics. See Stembach, 

15 L.H.. J. Med, Chem, , 22, 2 (1979). It has also been disclosed that certain 5-phenyl-l,4- 
benzodiazepines antagonize the effects of cholecystokinin. See Friedinger. Me± Res. 
Rev., 9, 271 (1989). Certain bicyclic compounds which have fibrinogen antagonist 
activity are disclosed in WO 93/08174 (PCT/US92/08788), WO 93/00095 
(PCTAIS/92A)5463) and WO 94/14776 (PCr/US93/12436). 

20 

Summary of the Invention 

In one aspect this invention is a compound as hereinafter disclosed for inhibiting 
platelet aggregation. 

25 This invention is also a pharmaceutical composition for inhibiting platelet 

aggregation or clot formation, which comprises a compound of the invention and a 

pharmaceutically acceptable carrier. 

Hiis invention further comprises the use of a compound as hercinafto" described 

in the manufacture of a medicament for inhibiting platelet aggregation 
30 In another aspect, this invention provides a method for inhibiting rcocclusion of 

an artery or vein in a mammal following fibrinolytic therapy or angioplasty, which 

comprises internally administering an effective amount of a compound of the invention. 

This invention is also a method for treating stroke, transient ischemia attacks, or 

myocardial infarction. 


35 
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Detailed Description of the Tnventinn 

Although not intending to be bound to any specific mechanism of action, the 
compounds of this invention are believed to inhibit the binding of fibrinogen to the 
5 platelet-bound fibrinogen receptor GPEb-IIIa. and may interact with othar adhesion 
proteins via antagonism of a putative RGD binding site. 

Compounds of this invention are encompassed by formula (I): 


10 



wherein 

AUsNHorCH2. 

R is H, Ci-^allcyl, benzyl or a carboxy protecting group. Preferably R is HL 

R3 is H, Ci.6alkyl, Ca^alkenyl, Ar-Co-^alkyl, Ca-vcycloalkylCo-ealkyl or Het- 
15 Co.6alkyl. In particular, R3 may be hydrogen, methyl, isopropyl, n-butyl, isopentyl, 2,2- 
dimethylbutyl, benzyl, phenylethyl, phenylpentyl. 2-thienylethyl. orcyclohexylethyL 

R6 is 4-amidino-Ar-N(CH3)CO, 4-amidino-Ar-CONH. [[2-(4-piperidinyl)efliyl3- 
methylarainojcarbonyl, (4,4'-bipiperidin- l-yl)carbonyl, [4-(2-aminoethyl)piperidin-l - 
yljcarbonyl, [[[3-(4-piperidinyl]propyl] methylamino]carbonyl, l-[4-(4- 
20 pyridyl)piperazinyl]caibonyl, [[2-[(2-amino)pyrid-4-yl]ethyl]methylamino]carbonyl, [[2- 
(4-piperidinyl)ethyl]carbonyl] amino, [[2-(4-piperidinyl)ethyl3 caibonyl]amino. [[2-(l- 
piperazinyOethyl] methylamino]carbonyl, [I4-(arainoiminomethyl)phenyl]carbonyl]- 
amino, or [[(l,2,3.4-tetrahydro-7-isoquinolinyl]amino]carbonyl. 

X is H, Ci^alkyl, q^alkoxy, Ci^alkthio. trifluoroaikyl, N(R')2. CO2R', 
25 C0N(R')2, OH, F, CI, Br or I. Preferably X is H. 

Also included in this invention are pharmaceutically acceptable addition salts, 
complexes or prodmgs of the compounds of this invention. Prodrugs are considered to be 
any covalenUy bonded carriers which release the active parent drag according to formula 
(I) in vivo. 

30 In one subgenus, A^ is NH and forms a 1,4 benzodiazepme which is preferably 

subsituted in the 8 position, and R6 is [[2-[(2-amino)pyrid-4- 
yl]ethyl]raethylamino3carbonyl, [[2-(4-piperidinyl)ethyl] methylamino]cari)onyl, or [[4- 
(aminoiminomethyl)-3-fluorophenyl]meihylamino]carbonyl. Preferably. R* is [[2-(4- 
piperidinyl)ethyl3 methylamino]carbonyL 
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In another subgenus, is NH and fonns a 1,4 benzodiazepine which is 
substiftited in the 7 position, and is (4,4'-bipiperidin-l-yl)carbonyl, [[4- 
(aminoiminomethyl)phenyl]methylaraino]carbonyl. [4-(2-aminoethyl)piperidin-l - 
yl]carbonyl, [[[3-(4-piperidinyl]propyI] methylaminojcarbonyl, l-[4-(4- 
5 pyridyl)piperazinyl]carbonyl, or [[(l,2,3,4-tetrahydro-7-isoquinolinyl]aminolcaibonyl. 
Preferably, is (4,4'-bipiperidin-l -yl)cari)onyl. 

In yet anodier subgenus, is CH2 and forms a 2-benzazepine, which is 
substituted in the 7 or 8 position, and R6 is (4,4'-bipiperidin-l-yl)carbonyl, f[4- 
(aminoiminomethyl)phenyl]methylamino]carbonyl, [[2-(4-piperidinyl)ethyl] 
10 carbonyl]araino, [[2-(4-piperidinyl)ethyI] carbonyljmethylamino, [[4- 
(aminoiminomethyl)phenyI]caibonyl]amino or [[2-(4-piperidinyl)etfayl] 
methylaminoJcaibonyL 

Preferred compounds of this invention are: 


15 and 



m 

wherein if X is H. R3 is not phenylethyl or, with respect to (HI) only, cyclohexylethyl. 

Such compounds wherein X is H and R3 is phenylethyl or cyclohexylethyl are described 

in WO 94/14776 and are not a part of this invention. 
2 0 General compounds of this invention include: 

(R.S)r2.3,4,5-teu^ydro-4-methyl-3-oxo-8-[[[2-(4-piperidinyl)ethyl] 

methylaraino]carbonyl]-lH-l,4-benzodiazepme-2-acetic acid; 

(R,S)-2,3,4,5-tetrahydro-4-isopentyl-3-oxo-8-[[[2-(4-piperidinyl)ethyl]methyto 

carbonyl]-lH-l,4-benzodiazepine-2-acetic acid; 
25 (R,S>8-[[[4-(aminoiminoraethyl)-3-fluorophenyl]methylamino]carbonyl]-2.3,4,5- 

tetrahydro-3-oxo-4-(2-phenylethyl)-lH-l,4-benzodiazepine-2-aceticacid; 

(R,S>8-[[(l,23,4-tetrahydro-7-isoquinoiinyl]araino]carbonyl]-2,3,4,5-tetrahydro-3-oxo- 

4-(2-phenylethyl)*lH-l,4-benzodiazepine-2-aceticacid; 
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(R,S)-7-[(4,4'-bipiperidin-l-yl)carbonyl]-4-[2.(cycl^^^ 

oxo-lH- l,4-benzodiazepine-2-acetic acid; 

(R,S)-7-[[4-(2-arainoethyl)piperidm-l-yl3carbonyl)-2.3A5-tetrahydro-3 
phenylethyl)- lH-1 .4-benzodiazepine-2-acetic acid; 

(R.S>7-[[(U3,4-tetrahydro-7-isoquinolinyl]amino]carbonyl]-23A5-tiet^ 
4-(2-phenylethyI)- IH- 1 ,4-benzodiazepine-2-acetic acid ; 
(R,S)-7-[(4,4'-bipiperidin-l-yl)carbonyD-2,3.4^-tetrahyd«^ 
benzodiazepine-2-acetic acid; 

(R,S>23A5-tetrahydro-3-oxo-2-(2-phenyIethyl).7-[t[2-(l-pipera^ 

methylaminoj-carbonyl]- lH-2-benzazepine-4-acetic add; 

(R,S)-2-butyl-2,3,4,5-tetrahydrc)-3-oxo-7-[[[2-(piperidin-4-yl)- 

ethyl]methylamino]carbonyl]-lH-2-benzazepine-4-aceticacid; 

2-benzyl-23,4.54etrahyd^o-3-oxo-7^[[2-(piperidin-4-y 

lH-2-benzazepine-4-acetate; 

23A5-tetiahydro-3-oxo-2-(5-phenyIpentyl)-7-t[[2-(piperidin4.yl)em^^^ 
caibonyl]-lH-2-ben2a2epine-4-acetaie; 

(R,S)-7-[[[4-(arainoiiDinomethyl)phenyl]methylamino]carbonyl3-23,4^-tetrahyd^ 
isopropyl-3-oxo-lH-2-benzazepine-4-aceticacid; 
R,S)-23A5-tetrahydro-2-isopropyl-3-oxo-74[[2-{4-piperidinyO^^ 
carbonyl]-lH-2-benzazepine-4-acetic acid; 
(R,S)-23A5-tetrahydro-2-isopeniyl-3-oxo-7-[[[2-(4-piperidinyl)^^^ 
carbonyl]-lH-2-b«izazepine-4-acetic acid; 

(^S)-2-(33-dimethylbutyl)-2,3A5-tetrahydro-3-oxo-7-[[[2<4-piperito^^ 
methylamino]carbonyl]-lH-2-benzazepine-4-acetic acid; 
(R,S)-2-cyclohexyl-23A5-tetrahydro-3-oxo-7-[[[2-(4-piperidm^^ 
methylamino]carbonyl]-iH-2-benzazepine-4-acetic acid ; 
(R,S)-2-[2-(4-fluorophenyl)ethyl]-23,4>tetrahydro-3-oxo-7.[[[2-(^^^ 
methylamino]carbonyl]-lH-2-ben2azepine-4-acetic acid; 

(R,S)-7-[[[4-(aminoiminoraethyl)phenyl]carbonyl]amino]-23,4^te^ 
phenylethyI]-lH-2-ben2azepine-4-acetic acid; 

(R,S)-2-[2-(cyclohexyl)ethyl]-2.3A5-tetrahydro-3-oxo-74[[2^^ 
carbonyl]amino]-lH-2-benzazepine-4-acetic acid; 

(R,S)-8-[(4,4'-bipiperidin-l-yi)carbonyl]-23.4,5-tetrahydro-3-o^^ 
2-benzazepine-4-acetic acid; 

(R,S>23A5-tetrahydro-3-oxo-2-(2-phenylethyl)-7-[[[2-(4-piperidin^^^^ 
methylaminolcarbonyl]- lH-2-benzazepine-4-propiomc acid; 
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(+)-7-[(4,4'-bipiperidin-l.yl)carbonyi]-2,3A5-tet^^ 

benzodia2epine-2-acetic acid; 

(->7-[(4,4'-bipiperidin-l-yI)carbonyl]-23,4,5-tetrahydro.3-ox^^ 
benzodiazepine-2-acetic acid; 

5 (R,SV7-t[(4,4'-bipiperidm-l-yl)]carbonyl]-23A5-tetrahydro-4-^^ 
benzodiazepine-2-acetic acid; 

(R)-7-[(4,4-bipiperidin-l-yl)caibonyl].23,4,5-tetrahydro-4-memyM 
benzodiazepine-2-acetic acid; 

{S)-7-[(4.4'-bipiperidin4-yl)carbonyl]-23,4,5-tetrahydro-4-methyl-3^^^ 
10 benzodiazepine-2-acetic acid; 

Sodium (R,S)-7-[(4,4^bipiperidin-I-yl)carbonyl]-23,4^-tet^^ 
l,4-benzodiazepine-2-acetate; 

(R>23,4^-tetrahydrD-4-methyl-3K)xo-8-[[[2-(4-piperidinyl)e%^^ 
metbylamino]carbonyl]-lH- 1 ,4-benzodiazepine-2-acetic acid; 
15 (S)-2,3,4,5-tetrahydro-4-methyl-3-oxo-8-[[[2-(4-piperidinyl)ethyl] 
raethylamino]carbonyl]-lH-l,4-benzodiazepine-2-acetic acid; 
(R»S>8-[[(4,4'-bipiperidin-l-yl)]carbonyI]-23A5-tetr^ 
ben2azepine-4-acetic add; 

(R,S)-2,3A5-tetiahydio-741-[4i(4-pyridyl)piperazinyl]carbonyl]-4-meft^^^ 
20 l,4-benzodia2epine-2-aceticacid; 

(R,S)-7-[[[4.(aminoiminoraethyl)phenyl]meftylamino]carbonyl]-23.4.5-t^ 

(2-thienyl)ethyl]-3-oxo-lH-2-ben2a2^ine-4-aoetic acid; 

(R.S>23.4^-tetrahydro-3-oxo-4-(2.phenylethyU)-74[[3-(4-piperid^^^ 

methylamino]carbonyl]-lH-1.4-ben2odiazepine-2-aceticacid; 
25 (R,S)-23A5-tetrahydro-4-methyl-3-oxo-7-[[[3-(4-piperidnyl]pro^^ 

methylamino]carbonyl]-lH-l,4-benzodiazepine-2-acetic acid ; 

(R,S>23A5-tetrahydro-4-isopropyl-3-oxo-8-[[[2-(4-piperidinyl)ethyl] 

methylamiiio]carbonyl]-lH-l,4-benzodia2epine-2-acetic acid; 

(S)-2,3.4,5-tetrahydro-4-(2-phenylethyI)-3-oxo-8-[[[2-(4- 
30 piperidinyl)ethyl]me%lamino]carbonyl].lH-l,4.benzodia2epine-2-acetic acid; and 

(R.SH-[[[4>(aminoiminomemyl)phenyl]carbonyl]methylaminol-23.^^^ 

oxo-2-(2-plienylethyl]-lH-2-benzazepine-4-acetic acid 

Specific prefened compounds of this invention are 

(R,S)-2,3,4,5-tetrahydro-4-methyl-3-oxo-8-[[[2-(4-piperidinyI)ethyl] 
35 meihylamino]carbonyl]-lH-1.4-benzodiazepine-2-acetic acid; 
(S)-23.4^-tetrahydn>-4-methyl-3-oxo-8-([[2-(4-piperidinyl)ethyl] 
metiiylamino3carbonyl]-lH-l,4-benzodia2epine-2-acetic acid; 
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(R.S)-2,3,4,5-teti^ydro-3-ox()-4-metfiyl-8-[[[2-[(2-ammo)pyrid-4- 
yl]ethyl]methylaraino]caitonyI]-lH4Abenzo(iiazepine-2-aceticacid; 
(R»S)-7-[(4.4'-bipiperidin-l-yl)carbonylJ-23,4^-tetrahy{l^ 
benzodiazepine-2-acetate; 

5 Sodium (R.S)-7-[(4,4'.bipiperidm-l-yl)caitonyl]-23.^^^ 
1 ,4-benzodiazepine-2-acetate; 

(S>7-[(4,4'-bipiperidin-l-yI)caibonyl]-23,4^-letrahydio^ 
ben2odiazepine-2-acetic acid; 

Compounds of this invention wherein R3 is H or Ci.4alkyl. particulariy H, methyl 
10 or isopropyl, have particularly favorable pharmacological and pharmacokinetic 
properties. 

The meaning of any substituent at any one occurrence is independent of its 
meaning, or any other substituentfs meaning, at any other occurrence, unless specified 
otherwise. In cases wherein the compounds of this invention may have one or more 
15 chiral centers, unless specified, this invention includes each unique nomacemic 
compound which may be synthesized and resolved by conventional techniques. In 
general, compounds which have the S configuration at the chiral ring carbon to which the 
acetate group is attached are preferred. 

Abbreviations and symbols commonly used in tiie peptide and chemical arts are 
used herein to describe the compounds of tiiis invention. In general, die amino acid 
abbreviations foUow the lUPAC-IUB Joint Commission on Biochemical Nomenclature 
as described in Eur, I Biochenu, 158, 9 (1984). 

Cj^alkyl as apptied herein is meant to include optionally substituted metiiyl, 
etiiyl, n-propyl, isopropyl, n-butyl, isobutyl and t-butyl. Ci^alkyl additionally includes 
pentyl, n-pentyl, isopentyl. neopaityl and hexyl and tiie simple alq)hatic isomers tiiereof. 
Co^ialkyl and Co^lkyl additionaUy indicates that no alkyl group need be present (e.^., 
that a covalent bond is present). 

C3^ alkenyl as apptied herein means an optionaUy substituted alkyl group of 3 to 
6 carbons wherein a carbon-carbon single bond is replaced by a carbon-carbon double 
bond. C3^enyl includes 1-propene, 2-propene, 1-butene. 2-butene, isobutene and tiie 
several isomeric pentenes and hexenes. Botfi ds and trans isomers arc included. 

At. or aryl, as applied herein, means phenyl or naphtiiyl. or phenyl or naphtiiyl 
substimted by one to tfiree moieties X. In particular, X may be H. C^alkyl, C^alkoxy, 
Ci^alkthio, trifluoroalkyl, N(R')2. COaR', C0N(R')2, OH, F, Q. Br or L 

A substituent on a Ci^lkyl or Cj^alkenyl, such as X, may be on any carbon 
atom which results in a stable strucmre, and is available by conventional syntiietic 
techniques. 
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• Het, or heterocycle. indicates an optionaUy substituted five or six merabered 
monocyclic ring, or a nine or ten-raerabered bicycHc ring containing one to three 
lieteroatoms chosen from the group of nitrogen, oxygen and sulfur, which are stable and 
available by conventional chemical synthesis. Dlusirative heterocycles arc benzof uran, 
5 benzimidazole. benzopyran. benzothiophene, furan, imidazole, indoline, morpholine, 
piperidine, piperazine, pyrrole, pynoUdine. tetrahydropyridine, pyridine, thiazole, 
thiophene, quinoline. isoquinoline. and tetra- and perhydro- qumoline and isoquinoline. 
Any accessible combination of up to three substiments, such as chosen from X, on the 
Het ring that is available by chemical synthesis and is stable is within the scope of this 
10 invention. 

C3.7cycloalkyl refers to an optionally substitoted carbocycUc system of three to 
seven carbon atoms, which may contain up to two unsaturated carbon-carbon bonds. 
Typical of C3.7cycloalkyl are cyclopiopyl. cyclobutyl, cyclopentyl. cyclopentenyi, 
cyclohexyl, cyclohexenyl and cycloheptyl. Any combination of up to three substituents, 

15 such as chosen from X, on the cycloallcyl ring that is available by conventional chemical 
synthesis and is stable, is within tiie scope of diis invention. 

t-Bu refers to the tertiary butyl radical, Boc refers to the t-butyloxycarbonyl 
radical. Fmoc refers to the fluorenylmethoxycari)onyl radical, Ph refers to the phenyl 
radical, Cbz refas to the baizyloxycaibonyl radical, BtZ refers to the 

20 o-bromobenzyloxycarbonyl radical, CIZ refers to the o-chlorobenzyloxycarbonyl radical. 
Bzl refers to the benzyl radical, 4-MBzl refers to the 4-methyl benzyl radical, Me refers ' 
to methyl, Et refers to ethyl, Ac i^ers to acetyl, Alk refers to CMalkyl, Nph refers to 1- 
or 2-n^hthyl and cHex refers to cyclohexyl. 

DCC refers to dicyclohexylcarbodiimide. DMAP refers to 4-(dimethylamino) 

25 pyridine, DIEA refers to dusopropylethyl amine, EDC rcfere to N-ethyl-N*- 

(dimethylaminopropylHarbodiimide.HOBt refers to 1-hydroxybenzotriazole, THF refers 
to tetrahydrofuran. DMF refers to dimethyl formamide. NBS refers to N-bromo- 
succinimide. Pd/C refers to a palladium on carbon catalyst. PPA refers to 1- 
propanephosphonic acid cycUc anhydride. DPPA refers to diphenylphosphoryl azide. 

30 BOP refers to benzotriazoH-yIoxy-tris(dimethylamino)phosphonium 

hexafluorophosphate, HF refers to hydrofluoric acid. TEA refers to triethylamine. TFA 
refers to trifluoroacetic acid, PCC refers to pyridinium chlorochroraate. 

Compounds of this invention arc prepared by treating, in any order, a compound 
ofthestructurc: 
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OV) 

wherein A'» X. R and R3 are as defined above, and R^' is R6 wherein any basic nitrogen 
is protected, with a reagent: 
5 (i) to remove an amino protecting group from R6'; and, if necessary, 

(ii) to remove a carboxy protecting group from CO2R; and 

(iii) form a pharmaceutically acceptable salt thereof. 

Illustrative of R6' is R6 wherein the amidino, amino or piperidinyl group is protected by a 
benzyloxy, t-butoxycaibonyl or trifluoroacetyl group. 
10 The compounds of formula (IV) are generally prepared by reactmg a compound of 

the formula (XI) with a compound of the formula (XH): 

(XD (xn) 

1 5 wherein Ai and R3 are as defined for formula (I), with any reactive functional groups 
protected, R is Ci^alkyl, benzyl or a carboxy protecting group, U is CO2H or NHR*. 
wherein R' is H or Ci^alkyl, particularly methyl. 

and are functional groups which are capable of reacting to form an amide 
bond. If Li is COiH, then is a basic nittogen group, such as an amino, methylamino 

20 or the nitrogen of a piperidinyl group. For instance R6"-L2 is 4-amidino-Ar-NHR', 2-(4- 
piperidinyI)(N-methyl)ethylamine, 4-(4-piperidinyl)piperidine, 4-(2-anmioethyl)- 
piperidine, 3-(4«piperidinyl)propyl(N-raethyl)amine, 4'(4-pyridyl)piperazine, 2-(2-amino- 
pyiid-4-yl)ethyl(N-methyl)amine or (l,2,3,4-tetrahydro-7-isoquinolinyl)amine, wherein 
the non-reactive basic nitrogwi of the amidino, piperidinyl or amino group is protected by 

25 an amino protecting group. 

If Ll is NHR', tiien is a carboxylic acid group, for instance R6"-L2 is 3.(4 
piperidinyl)pn)panoic acid or4-aroidino-Ar-C02H, wherein the basic nitrogen of the 
pipeiidmyl or amidino group is protected. 

The compounds of formula (XI) are benzodiazepines and benzazepines, and are 

3 0 prepared by general methods known in the art such as diose disclosed in WO 93/00095 
(PCT/US/92/05463) and WO 94/14776 (PCr/US93/12436) which are incorporated 
herein by reference. Compounds of formula (XII) generally contain two basic centers oif 
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which one is protected, and arc likewise known to the art See, for instance, 
W094/i4776. 

Coupling reagents as used herein denote reagents which may be used to form 
amide bonds. Typical coupling methods employ caiiwdiimidcs, activated anhydrides and 
5 esters, and acyl haUdes. Reagents such as EDC, DCC, DPPA. PPA, BOP reagent, HOBt, 
N-hydroxysuccinimide and oxalyl chloride arc typical. 

Coupling methods to form amide bonds arc generally well known to the art. The 
methods of peptide synthesis generally set forth by Bodansky et al,, THE FRACnCE OF 
PEPTIDE SYNDESIS. Springer-Verlag, Berlin, 1984, AU etal in J. Med. Chem, 29. 984 
10 (1986) and / Med. Chem., 30, 2291 (1987) arc generally illustrative of the technique and 
arc incorporated herein by reference. 

Solution synthesis for the formation of amide bonds is accomplished using 
conventional methods used to form amide bonds. Typically, the amine or aniline is 
coupled via its free amino group to an appropriate carboxylic acids substrate using a 
15 suitable carbodiimide coupling agent, such as N,N'-dicyclohexyl caibodiimide (DCC) or 
EDC, optionally in the presence of catalysts such as l-hydroxybenzotriazole (HOBt) and 
dimethylaraino pyridine (DMAP). Other methods, such as the formation of activated 
esters, anhydrides or acid haUdes, of the free carboxyl of a suitably protected add 
substrate, and subsequent reaction with the free amine of a suitably protected amme, 
20 oplionaUy in the presence of a base, are also suitable. For example, a protected Boc- 
amino acid or Cbz-amidino benzoic acid is treated in an anhydrous solvent, such as 
methylene chloride or tetrahydrofuran (THF), in the presence of a base, such as N-methyl 
morpholine, DMAP or a trialkylamine, with isobutyl chloroforinate to form the "activated 
anhydride", which is subsequently reacted with the free amine of a second protected 
25 amino acid or aniline. 

The reactive functional groups of the sidechains of each synthetic fragment are 
suitably protected as known in the ait Suitable protective groups are disclosed in 
Greene, PROTECnVE GROUPS IN ORGANIC CHEMISTRY, John Wiley and Sons, New York, 
1981. For example, tiie Boc. Cbz, phflialoyl or Fmoc group may be used for protection of 
30 an amino (or tiie nitrogen of a piperidinyl) or amidino group. Hie Boc group is generally 
preferred for protection of an amino group. A methyl, elhyl. t-Bu, cHex, benzyl, 
substituted benzyl, (pivaloyl)metiiyl or (2-methyl-2.methoxypropanoyl)metiiyl ester may 
be used for the protection of the carboxyl group. A benzyl group or suitably substitoted 
benzyl group ie.g., 4.metiioxy-benzyl or 2,4-dimetiioxy-benzyl) is used to protect tiie 
35 mercapto group or tiie hydroxyl group. The tosyl group may be used for protection of tiie 
imidazolyl group and tosyl or nitro group for protection of tiie guanidino group. A 
suitably substituted carbobenzyloxy group or benzyl group may be also be used for ttie 
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hydroxyl group or amino group. Suitable substitution of the c^bobenzyloxy or benzyl 
protecting groups is ortho arid/or para substitution with chloro, brorao, nitro, raethoxy or 
methyl, and is used to modify the reactivity of the protective group. Except for the Boc 
group, the protective groups for the amino moiety are, most conveniently, those which 
are not removed by mild acid treatment. These protective groups are removed by such 
methods as catalytic hydrogenation, sodium in liquid ammonia or HP treattnent, as 
known in the ait 

Methods for removal of the a carboxy or amino protecting group are well known 
in the art For example, an alkyl or cycloalkyl ester may be removed by basic hydrolysis, 
for instance an alkali metal hydroxide, such as sodium, potassium or lithium hydroxide in 
a suitable solvent such as aqueous alcohol. A benzyl ester is typically removed by 
hydrogenation over a palladium catalyst A basic nitrogen protected by a t- 
butyloxycarbonyl group, or a t-butyl ester, is typically removed by acid treatment such as 
by trifluoroacetic acid or hydrochloric acid, optionally diluted with a solvent such as 
methylene chloride and/or dioxane. The benzyloxycarbonyl group is generally removed 
by hydrogenation over a palladium catalyst A triflnoroacetyl group is typically removed 
by basic hydrolysis, such as by treatment with an alkali metal hydroxide in a suitable 
solvent One useful synthetic method for protecting the basic nitrogen of a piperidinyl 
group is to cany the group through a synthesis as a pyiidinyl group, v^ch may be 
reduced with a platinum catalyst toward the end of the synthesis to ''remove" the 
protecting group. 

Acid addition salts of the compounds are prepared in a standard manner in a 
suitable solvent from the parent compound and an excess of an acid, such as 
hydrochloric, hydrobromic, sulfuric, phosphoric, acetic, maleic, succinic or 
methanesulfonic. Most of the compounds form inner salts or zwitterions which may be 
acceptable. Cationic salts arc prepared by treating the parent compound with an excess of 
an alkaline reagent, such as a hydroxide, carbonate or alkoxide, containing the 
appropriate cation; or with an appropriate organic amine. Cations such as Li+, Na+, K+, 
Ca++, Mg++ and NH4+ are specific examples of cations present in phaimaceutically 
acceptable salts. 

Hiis invention provides a pharmaceutical composition which comprises a 
compound according to formula (I) and a phaimaceutically acceptable carrier. 
Accordingly, the compounds of formula (I) may be used in the manufacmre of a 
medicament Pharmaceutical compositions of the compounds of formula (I) prepared as 
hereinbefore described may be formulated as solutions or lyophilized powders for 
parenteral administration. Powdas may be reconstituted by addition of a suitable diluent 
or other phaimaceutically acceptable earner prior to use. The liquid formulation may be 
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a buffered, isotonic, aqueous solution. &[amples of suitable diluents arc normal isotonic 
saline solution, standard 5% dextrose in water or buffered sodium or ammonium acetate 
solution. Such formulation is especially suitable for parenteral administtation. but may 
also be used for oral administration or contained in a metered dose inhaler or nebulizer 
for insufflation. It may be desirable to add excipients such as polyvinylpyrrolidone, 
gelatin, hydroxy cellulose, acacia, polyethylene glycol, mannitol, sodium chloride or 
sodium citrate. 

Alternately, these compounds may be encapsulated, tableted or prepared in a 
emulsion or syrup for oral administration. Pharmaceutically acceptable solid or liquid 
carriers may be added to enhance or stabilize the composition, or to facilitate preparation 
of the composition. Solid carriers include starch, lactose, calcium sulfate dihydrate, terra 
alba, magnesium stearate or stearic acid, talc, pectin, acacia, agar or gelatin. Liquid 
carriers include syrup, peanut oil, olive oil, saline and water. The carrier may also 
include a sustained release material such as glyceryl monostearate or glyceryl distearate, 
alone or with a wax. The amount of solid carrier varies but, preferably, will be between 
about 20 mg to about 1 g per dosage unit The pharmaceutical preparations are made 
following the conventional techniques of pharmacy involving milling, mixing, 
granulating, and compressing, when necessary, for tablet forms; or milling, mixing and 
filling for hard gelatin capsule forms. When a liquid carrier is used, the preparation will 
be in the form of a syrup, elixir, emulsion or an aqueous or non-aqueous suspension. 
Such a liquid formulation may be administered directly p.o. or filled into a soft gelatin 
capsule. 

For rectal administration, the compounds of this invention may also be combined 
with excipients such as cocoa butler, glycerin, gelatin or polyethylene glycols and molded 
into a suppository. 

The compounds of this invention may be used in vitro to inhibit the aggregation 
of platelets in blood and blood products, e,g„ for storage, or for ex vivo manipulations 
such as in diagnostic, tiierapeutic or research use. 

This invention also provides a method of inhibiting platelet aggregation and clot 
formation in a mammal, especially a human, which comprises the internal administration 
of a compound of formula (I) and a pharmacemically acceptable carrier. Indications for 
such therapy include acute myocardial infarction (AMI), deep vein thrombosis, 
pubnonary embolism, dissecting anuiysm, transient ischemia attack (TIA), stroke and 
other infarct-related disorders, and unstable angina. The compounds of this invention are 
also useful for preventing restenosis of an artery or vein in a mammal following 
angioplasty. Chronic or acute states of hyper-aggregability, such as disseminated 
intravascular coagulation (DIG), s^ticemia, surgical or infectious shock, post-operative 
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and post-partum trauma, cardiopulmonary bypass surgery, incompatible blood 
transfusion, abruptio placenta, thrombotic thrombocytopenic purpura (TTP), snake 
venom and immune diseases, are likely to be responsive to such treaunent These 
compounds arc also believed to be useful for adjunct therapy following angioplasty. In 
5 addition, the compounds of this invention may be useful in a method for the prevention of 
metastatic conditions, the prevention or treatment of fungal or bacterial infection, 
inducing immunostimnlation, treatment of sickle cell disease, and the prevention or 
treatment of diseases in which bone resorption is a factor, such as osteoporosis. 

The compounds of this invention may also be favorably administered with other 

10 agents which inhibit platelet aggregation. For instance, the compounds of this invention 
may be administered with compounds of the class of cyclooxygenase inhibitors, 
thromboxane antagonists, thromboxane synthetase inhibitors, heparins, thrombin 
inhibitors, ADP receptor inhibitors/antagonists and ticlopidine. Examples of such agents 
are aspuin,warfarin and clopidogrel 

15 Hie peptide is administered either orally or parenterally to the patient, in a manner 

such that the concentration of drug in the plasma is sufficient to inhibit platelet 
aggregation, or other such indication. Hie pharmaceutical composition containing the 
peptide is administered at a dose between about 0.2 to about 50 mg/kg in a manner 
consistent with the condition of Ihe patient For acute therapy, parenteral admuiistration 

20 is preferred. For persistent states of hyperaggregability, an intravenous infusion of the 
peptide in 5% dextrose in water or normal saline is most effective, although an 
intramuscular bolus injection may be sufficient 

For chronic, but noncritical, states of platelet aggrcgability, oral administration of 
a capsule or tablet, or a bolus intramuscular injection is suitable. The compound is 

25 administered one to four times daily at a level of about 0.4 to about 50 mg/kg to achieve a 
total daily dose of about 0.4 to about 200 mg/kg/day. 

Hiis invention further provides a metiiod for inhibiting the reocclusion or 
rcstwiosis of an artery or vdn following fibrinolytic thwapy, which comprises internal 
adrainisttation of a compound of formula (I) and a fibrinolytic agent. It has been found 

30 that administration of an compound in fibrinolytic tiierapy eitiier prevents reocclusion 
completely or prolongs the time to reocclusion. 

When used in tiie context of tfiis invention die terra fibrinolytic agent is intended 
to mean any compound, wheflier a natural or syntiietic product, which diiectty or 
indirectly causes the lysis of a fibrin clot Plasminogen activators are a well known group 

35 of fibrinolytic agents. Useful plasminogen activators include, for example, anistreplase, 
urokinase (UK), pro-urokinase (pUK), streptokinase (SK), tissue plasminogen activator 
(tPA) and mutants, or variants, thereof, which retain plasminogen activator activity, such 


wo 95/18619 


PCT/OS95fl)0248 


-14- 

as variants which have been chemically modified or in which one or more amino acids 
have been added, deleted or substituted or in which one or more or functional domains 
have been added, deleted or altered such as by combining the active site of one 
plasminogen activator with the fibrin binding domain of another plasminogen activator or 
5 fibrin binding molecule. Other illustrative variants include tPA molecules in which one 
or more glycosylation sites have been altered. Preferred among plasminogen activators 
are variants of tPA in which the primary amino acid sequence has been altered in the 
growth factor domain so as to increase the serum half-life of the plasminogen activator. 
tPA Growth factor variants are disclosed, e.g,, by Robinson et al, EP-A 0 297 589 and 

10 Browne etaL, EP-A 0 240 334, Other variants include hybrid proteins, such as those 
disclosed in BP 0 028 489. EP 0 155 387 and EP 0 297 882, all of which are incorporated 
herein by reference. Anistreplase is a preferred hybrid protein for use in this invention. 
Fibrinolytic agents may be isolated from natural sources, but are commonly produced by 
traditional methods of genetic engineering. 

15 Useful formulations of tPA, SK, UK and pUK are disclosed, for example, in EP-A 

0211 592, EP-A 0092 182 and U.S. Patent 4,568,543. all of which arc incorporated 
herein by reference. Typically the fibrinolytic agent may be formulated in an aqueous, 
buffered, isotonic solution, such as sodium or ammonium acetate or adipate buffered at 
pH 3.5 to 5.5. Additional exdpients such as polyvinyl pyrrolidone, gelatin, hydroxy 

20 cellulose, acacia, polyethylene, glycol, mannitol and sodium chloride may also be added. 
Such a composition can be lyophilized. 

The pharmaceutical composition may be formulated with both the compound of 
formula (I) and fibrinolytic in the same container, but formulation in different containers 
is preferred. When both agents are provided in solution form they can be contained in an 

25 infusion/injection system for simultaneous administration or in a tandem arrangement 
Indications for such therapy include myocardial infarction, deep vein thrombosis, 
puhnonary embolism, stroke and other infarct-rclated disorders. The compound is 
administered just prior to, at the same time as, or just after parenteral administration of 
tPA or other fibrinolytic agent It may prove desirable to continue treatment with the 

3 0 compound for a period of time well after reperfusion has been established to maximally 
inhibit post-therapy reocclusion. The effective dose of tPA. SK, UK or pUK may be 
from 0.5 to 5 mg/kg and the effective dose of the peptide may be from about 0. 1 to 25 
mg/kg. 

For convenient administration of the inhibitor and the fibrinolytic agent at the 
35 same or different times, a kit is prepared, comprising, in a single container, such as a box, 
carton or other container, individual bottles, bags, vials or other containers each having an 
effective amount of the inhibitor for parenteral administration, as described above, and an 
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effective amount of tPA, or other fibrinolytic agent, for parenteral administration, as 
described above. Such kit can comprise, for example, both pharmaceutical agents in 
separate containers or the same container, optionally as lyophilized plugs, and containers 
of solutions for rcconstimtion. A variation of this is to include the solution for 
5 rcconstimtion and the lyophilized plug in two chambers of a single container, which can 
be caused to admix prior to use. With such an arrangement, the fibrinolytic and the 
compound may be packaged separately, as in two containers, or lyophilized together as a 
powder and provided in a single container. 

When both agents are provided in solution fonn, they can be contained in an 

10 infusion/injection system for simultaneous administration or in a tandem arrangement 
For example, the platelet aggregation inhibitor may be in an Lv. injectable form, or 
infusion bag linked in series, via tubing, to the fibrinolytic agent in a second infusion bag. 
Using such a system, a patient can receive an initial bolus-type injection or infusion^ of 
the inhibitor followed by an infusion of the fibrinolytic agent 

15 The pharmacological activity of the compounds of this invention is assessed by 

their abiUty to inhibit the binding of 3H-SK&F 107260, a known RGD-fibrinogen 
antagonist, to the GPIIbffla receptor, their ability to inhibit platelet aggregation, in vitro, 
and their ability to inhibit thrombus formation in vivo, 

20 Inhibition of RGD-mediatftd fi PIIb-ma bindings 

Inhibition of RGD-mediated GPHb-IIIa binding was deraonsurated by assessing 
the abiUty of compounds to inhibit the binding of 3H-SK&F 107260, a known RGD- 
fibrinogen antagonist, to the GPIIbllla reenter according to the procedure disclosed in 
WO 93/00095 (PCT/US/92/05463. 

Inhibition of Platelet Aggregatinn 

Inhibition of platelet aggregation was demonstrated following the procedure 
disclosed in WO 93/00095 (PCT/US/92/05463). 

The compounds of this invention generally inhibit the aggregation of human 
platelets stimulated with ADP with IC50 of less than 0.1 uM. The compounds of 
Examples 7, 22, 23 and 26 have IC50 of between 0.2 and 1 1 uM. and the compound of 
Example 4 had an IC50 of about 75 uM. Preferred compounds have IC50 of less than 
0.04 uM. 

To assess the stability of the compounds to plasma proteases, the compounds were 
incubated for 3 h (rather than 3 min) in the PRP prior to addition of the agonist 

In Vivo Inhibition of Platelet A ggregation . 
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In vivo inhibition of thrombus foimation is demonstrated by recording the 
systemic and hemodynamic effects of infusion of the compounds into anesthetized dogs 
according to the methods described in Aiken etoL, Prostaglandins, 19, 629 (1980). 
Alternately, inhibition of thrombus formation and bioavailability may be measured by the 
5 mediod disclosed by Nichols et al., J. Pharmacol. Exp. Ther., 270, 614 (1994). 

The examples which follow are mtended to in no way limit the scope of this 
invention, but are provided to illustfate how to make and use the compounds of this 
invention. Many other embodiments will be readily apparent and available to those 
10 skilled m the art 

EXAMPLES 

In the Examples, all temperatures are in degrees Clentigrade. Mass spectm were 
15 performed using fast atom bombardment (FAB) or electro-spray (ES) ionization. Melting 
points were taken on a Thomas-Hoover capillary melting point apparatus and are 
uncorrected. 

NMR were recorded at 250 MHz using a Bruker AM 250 spectrometer, unless 
otherwise indicated. Chemical shifts are reported in ppm (5) downfield from 

20 tetramethylsilane. Multiplicities for NMR spectra are indicated as: s=singlet, d=doublet, 
t=triplet. q=quartet, m=multiplet, dd=doublet of doublets, dt=doublet of triplets etc. and 
br indicates a broad signal. J indicates the NMR coupling constant in Hertz. 

Celite® is filter aid composed of acid washed diatomaceous silica, and is a 
registered trademark of Mansville Corp.. Denver, Colorado. Florisil® is an activated 

25 magnesium silicate chromatographic support and is a registered tradwnaik of Floridon 
Co.. Pittsburgh, Pennsylvania. Analtech silica gel GF and EM silica gel thin layer plates 
were used for thin layer chromatography. Both flash and gravity chromatography were 
carried out on Merck 60 (230400 mesh) silica gel. ODS refers to an octadecylsilyl 
derivatized silica gel chromatographic support AN/W-TFA indicates an isocratic eluant 

3 0 system of the indicated percentage of acetonitrile in water with 0. 1 % TFA. 5\l Apex- 
ODS indicates an octadecylsilane derivatized silica gel support, having a nommal particle 
size of 5^, made by Jones Chromatography, Littleton, Colorado. YMC ODS-AQ® is an 
ODS chromatographic support and is a registered trademark of YMC Co. Ltd., Kyoto, 
Japan, PRP-1® is a polymeric (styrene-divinyl benzene) chromatographic support and is 

35 a registered trademark of Hamilton Co., Reno. Nevada. 
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Prenaratinn 1 

PreparaUpn of N-me4hvl-2-rN-(ben7.vloxvcarbnnvn-4.pi Deridinvnftrhafiani«nA 

5 a) N-(tert-butoxycarbonyl)-N-raethyl-2-(4-pyridyl)ethanaraine 

A solution of N-methyl-2-(4-pyridyl)ethanamine (10 g. 74 mmol) in 
dichloromethane (250 mL) was stirred at OOC, and treated with di-tert-butyl dicarbonate 
(16 g, 74 mmol) and triethylamine (10.2 mL, 74 mmol). The mixture was stirred for 24 
h, dUuted with chloroform and washed with 5% sodium bicarbonate. TTie organic phase 
10 was dried and concentrated to give the tide compound. 

b) N-(tert-butoxycarbonyl)-N-methyI-2-(4-piperidinyl)ethanamine 

A solution of the compound of Pr^atation 1(a) (4,4g, 18 mmol) in ethanol (30 
mL) was cooled to 0°C, adjusted to pH 5 with 3N hydrochloric acid (6 mL), treated with 
15 platinum oxide (350 mg) and shaken with hydrogen for 2 h. The mixmie was filtered 
through Celite® and the filtrate was treated with 10% sodium hydroxide (4 mL) and 
concentrated to give the title compound. 

c) N-(tert-butoxycarbonyl)-N-methyl-2-[N-(benzyloxycarbonyl)-4- 
20 piperidinyllethanamine 

A mixuire of the compound of Preparation 1(b) (4.4 g, 18 mmol) and 
triethylamine (Z5 mL. 18 mmol) in dimethylformamide (100 mL) was stirred at 0*'C and 
treated with N.(benzyloxycarbonyl)succinimide (4.4 g, 18 mmol). TTie mixture was 
stirred at RT for 15 h, concentrated, and the residue was chromatographed (silica gel, 
25 80% ethyl acetaterhexane) to give flie title compound (5.2 g, 77%). 

d) N-methyl~2-[N-(benzyloxycarbonyl)-4-piperidinyl]ethanamine 

A solution of the compound of Preparation 1(c) (2.2 g, 5.8 mmol) in 
dichloromethane (15 mL) was treated with TFA (5 mL) and stirred for 2.5 h. The 
3 0 mixture was diluted with chloroform, washed with 10% sodium hydroxide and the 

organic phase was washed, dried and concentrated. The residue was treated with toluene 
and concentrated to give the title compound. 

Ereparation?. 

35 

topaffapn<if4-rN-rhfnzylQxvcarbonv])raminoiminomft thvni-3-flimrn-^^ 
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a) 2-fluoro-4-(methylamino)benzonitrile 

To a solution of 2-fluoro-4-aminobenzonitrile [Ind, Chinu Belg,, 39, 490-500 
(1974)](3.8 g» 28 mmol) in anhydrous triethyl orthoformaie (50 mL) was added 
trifluoroacetic acid (0.16 g, 1.4 mmol). The solution was heated to reflux 45 rain, cooled 
5 and concentrated to give a yellow crystalline solid. To a solution of this solid in absolute 
ethanol (60 mL) at 0°C was added sodium borohydride (3.2 g, 84 mmol). The resulting 
suspension was stirred at RT for 20 min, heated at reflux for 1 h, cooled and concentrated 
to give a colorless solid. This residue was partitioned between ether and water and the 
aqueous layer was extracted with ether. The organic phases were combined, washed with 
10 biine and dried (sodium sulfate). Concentration gave a white solid which was slurried in 
35% ethyl acetaie:hexane (200 mL) and filtered to give the tide compound (3.7 g, 88%). 
mp 1 10-1 12°C; NMR (400 MHz, CDCI3) 8 7.35 (m, IH), 6.4 (dd, IH), 6.3 (dd, IH), 
2.9(s,3H). 

15 b) 2-fluon)-4-(methylamino)-[N-(benzyloxycarbonyl)] benzamidine 

To a suspension of ammonium chloride (3.8 g, 72 mmol) in anhydrous toluene 
(40 mL) at 0°C was added a solution of triraethylalurainum in toluene (2.0 M. 72 mmol) 
dropwise over 5 min. The solution was stined at RT for 45 min. The compound of 
Preparation 2(a) (3.6 g, 24 mmol) was added in one portion and the resulting solution was 

20 heated at 80°C for 22 h, cooled and poured onto a slurry of silica gel (120 g) and 

chloroform (350 mL). This slurry was stirred for 45 min, filtered and the filter cake was 
washed with methanol (700 mL). The filtrate was concentrated to a yellow solid which 
was dissolved in a mixture of THF and water. To this solution at 0°C, 5M sodium 
hydroxide (14 mL, 75 mmol) was added, followed by dropwise addition of benzyl 

25 chiorofonnate (4.1 g, 24 mmol) over 5 min. The cold solution was stirred for 30 min and 
concentrated. The resulting aqueous suspension was extracted with dichlororaethane and 
then with ethyl acetate. The organic layers were combined, dried (sodium sulfate) and 
concentrated to give a yellow solid which was purified by chromatography (silica gel, 2% 
raethanol:dichlororaethane) to give the tide compound as a white powder (2.6 g. 34%). 

30 mp 128-30''C. 1h NMR (400 MHz. CDCI3) 5 8.2 (t, IH), 7.5-7.25 (m, 5H), 6.4 (dd, 
IH), 6.25 (dd, IH), 5.2 (s, 2H), 4.6 (b, IH), 2,8 (d, 3H). 

Pr&paTatipn3 


35 Preparation of N2^tert-butoxvcailfflnvn-7.amino-L2.3.4.tetr ahvdrnisoqmnoHne 
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a) 7-iuiio-l,2,3,4-tetiahydro-isoquinoIine. 

To a mixture of 7-iiitro-l,2,3,4-tetrahydroisoquinolinone (1.50 g» 7.8 raraol) in THF 
(15 mL) was added 2M borane methylsulfide in THF (9.0 mL. 18 mraol) dropwise. After 
addition was complete, the clear solution was heated to reflux for 4 h. The solution was 
5 cooled to RT, and dry hydrogen chloride was bubbled into the solution to pH 2. The 
solution was heated to reflux for 1.5 h, cooled to 0°C and diluted with ether. The 
resulting while solid was filtered and dried in vacuo to yield the title compound (1.62 
76%). MS(ES) m/e 179 IM+H]+. 

10 b) N2-(t-butoxycarbonyl)-7-nitro-l,2,3,4-tetrahydro-isoquinoline 

A solution of the compound of Preparation 3(a) (1.0 g, 5.6 mmol), di-tert-butyl 
dicarbonate (1.8 g. 8.4 mmol) and 4-(dimethylamino)pyridine (342 mg. 2.8 mmol) in 
dichloromethane (50 mL) was adjusted to pH 8.0 by the addition of triethylamine. After 
4 h, the resulting solution was concenttated and the residue was taken up into ethyl 

15 acetate. Hie solution was extracted with 5% citric acid, brine, and dried (magnesium 
sulfate). Hie organic phase was diluted with hexane, filtered and the filtrate was dried in 
vacuo to give the title compound (1.41 g, 93%). MS(ES) m/e 279 [M+H]+ 

c) N2.(tert-butoxycarbonyl)-7-amino-l,23,4-tetrahydro-isoquinoline 
20 A mixture of the compound of Preparation 3(b) (1.41 g, 5.1 mmol) and Pd/BaS04 

(100 mg)in methanol (25 mL) was shaken with hydrogen (45 psi) for 1.5 h. The mixture 
was filtered and the fdtrate concena:ated to yield the title compound (1.23 g,90% overall). 
MS(ES)m/e249[M+H]+ 

25 Preparation 4 

PrgprnUon of N-(tert-butoxvcarbonvlV2-r4-DiDeridinv]V.than^^pA 

Using the procedure of Preparation l(a)-(b). except substimting 2-(4- 
pyridyl)edianamine for N-methyl-2-(4-pyridyl)ethanamine gave the title compound. 

30 

Preparation of f5-iodnpentvnbenzene 

35 a) [5-(methanesulfonyloxy)pentyl)Jbenzene 

Methanesulfonyl chloride (4.3 mL, 55 mmol) was added dix)pwise over 2 min to a 
solution of 5-phenylpentanol (8.4 mL, 50 mmol) and dry triethylanune (14 mL. 100 
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mmol) in anhydrous dichloromefliane (100 mL) at 0°C under argon. After 45 rain, the 
reacaon was diluted with ether and washed sequentiaUy with cold. IN hydrochloric acid, 
water, and brine. The organic phase was dried (MgS04) and concentrated to give the title 
compound (12,09 g, 100%) as a pale yeUow oil, which was used without further 
5 purification. NMR (250, CDCI3) 5 7.10-7.35 (m, 5H), 4.22 (t. J=6.5 Hz. 2H), 2.98 (s, 
3H). 2.63 (t, J=7.6 Hz, 2H). 1.37-1,85 (m, 6H). 

b) (5-iodopentyl)benzene 

A solution of the compound of Preparation 5(a) (12.09 g. 50 mmol) and sodium 
10 iodide (8.99 g. 60 mmol) in acetone (250 mL) was heated at reflux. After 3 h, the 

reaction was cooled and filtered through a glass frit, and the filtrate was concentrated. 

The residue was dissolved in ether and washed with IN sodium thiosulfate. The organic 

phase was dried (MgS04). concentraled, and chromatographed (silica gel, hexane) to give 

the title compound (1 1,5 g, 84%) as a colorless oil. ^H NMR (250, CDCI3) 5 7.05-7.40 
15 (m. 5H), 3.18 (t, J=7.0 Hz, 2H), 2.62 (t, J=7.6 Hz, 2H). 1.79-1.93 (m, 2H), 1.37-1.72 (m, 

4H); IR (COa) 3020, 2930. 2850, 1495, 1451, 1200 cm-»; MS (DCl/NHa) m/e 292.1 

[M+NH4]+ 

20 

m^mm of N-mfithY|-3-fN-(tert-bmoxvrarbonvnmneridin- 4 -vinnropanaTninP, 

The compound of Preparation 6(a) (2.0 g, 8,3 mmol) was dissolved in 
dichloromethane (25 mL), treated with triethylamine (0.86 g, 8.6 ramol) and stiired at 
0°C. The resulting mixture was U-eated with triflic anhydride (2.5 g, 8.9 mmol), stirred 
2 5 for 30 min at OT and slowly added to a solution of methylaraine in dichloromethane at 
0°C. The mixture was stirred and allowed to warm to RT for 1 h. The mixture was 
concentrated and the residue was flash chromatographed (silica gel, 5-20% 
methanoL-chloroform) to give the title compound (2.8 g). MS(ES) m/e 257 [M+H1+ 

Preparation? 

Preparation of rR .S)-r7-rr4-raminn!minomethvnphftnYl lamino7carhnnv11-4.(7- 
phgnWpthYl)-13.4.5-tfttrahvdro-3-nxn-2 H-1.4-hen7iiriifl7i>Dine-2.acfttfc 

35 a) t-butyl 3-methyl-4-nitro-benzoate 

Benzenesulfonyl chloride (12,8 mL. 100 mmol) was added rapidly to a solution of 
3-methyl.4-mtrobenzoic acid (9.06 g, 50 mmol) in dry pyridine (25 mL) at 40T. The 
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reaction was mildly exothemiic. The cloudy, orange solution was stirred for 5 rain, then 
t-butanol (4.7 mL, 50 mmol, 1 eq.) was added. After 1 h, the reddish-orange mixture was 
poured into ice/water (200 mL), and the resulting mixture was stirred briskly for 1 h. The 
solid was collected by suction ffltration, washed with H2O, and dissolved in toluene (200 
5 mL). The solution was dried (MgS04) and filtered through a pad of silica gel eluting 
with toluene. Concentration gave tiie tide compound as a yellow oil which crystallized 
under vacuum (9.67 g, 82%). 

b) t-butyl 4-nitro-3-(N-(2-phenylethyl)aminomethyl]benzoate 

10 A mixture of the compound of Preparation 7(a) (4.75 g, 20 mmol), N- 

bromosuccinimide (3.92 g, 22 mmol), and benzoyl peroxide (0.24 g, 1 mmol) in CCI4 (50 
mL) was heated at reflux. After 16 h, tiie mixture was filtered to remove the succinimide, 
and the filtrate was concentrated to a yellow oil. The benzyl bromide was used without 
purification. The crude benzyl bromide obtained above was dissolved in diy THF (50 

15 mL), and solid NaHCOs (2.52 g, 30 mmol) was added. The mixture was stirred briskly, 
and phenethylanune (3,8 mL, 30 mmol) was added. TTie color of flie solution darkened 
slightiy to a deeper yellow. Within several rain, the mixture had become very cloudy. 
After 4 h, the reaction was concentrated and the residue was partitioned between H2O (50 
mL) and Et20 (100 mL). Separation of die phases, extraction mth Et20. drying 

20 (MgS04), and concentration gave a yellow oil. Chromatography (silica gel, 20% 
EtOAc/hexane) gave die tide compound (2.86 g, 40%) as a yellow oil. 

c) t-butyl 4-niu-o-3-IN-(t-butyloxycarbonyl)-N-(2-phenyl-etiiyl)aminomethyl]benzoate 

Di-t-butyl dicarbonate (2.10 g. 9.62 mmol) was added all at once to a solution of 
25 the compound of Preparation 7(b) (2.86 g, 8.02 mmol) in CHCI3 (30 mL) at room 

temperaftire. Hie reaction was stirred at room temperature for 2.5 h, tiien at reflux for 0.5 
h. Concentration and chromatography (silica gel, 15% EtOAc/hexane) gave die titie 
compound (3.70 g,) as a yellow oil. 

3 0 d) t-butyl 4-amino-3-[N-(t-butyloxycarbonyl)-N-(2-phenyl-etiiyi)arainoraetiiyl]benzoate 
A mixture of die compound of Preparation 7(c) (2.66 g, 5.83 mmol). 10% Pd/C 
(0.62 g. 0.58 mmol Pd), and EtOAc (60 mL) was shaken under H2 (50 psi). After 3 h, 
die mixture was filtered to remove the catalyst, and die filtrate was concentrated to 
dryness. Chromatography (siUca gel, 20% EtOAc/hexane) gave die title compound as a 

35 yellow foamy oil which slowly partially solidified (2.26 g, 91%). 
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e) t-butyl (R.S)-4-[2-(1.4-dimethoxy-l,4-dioxo-2-butyl)-amino]-3-[N-(i- 
batyloxycarbonyl)-N-(2-phenylethyI)-aminomethyl]-benzoate 

A mixture of the compound of Preparation 7(d) (1,98 g, 4.64 ramol), dimethyl- 
acetylene dicarboxylate (1.14 mL. 9.28 mmol)» and MeOH (9.3 mL) was heated to reflux 
5 under argon. A homogeneous solution resulted. After 1 h, the solution was concentrated 
to a yellow oil. Chromatography (silica gel, 1:1 EtOAcihexane) gave a yeUow oil. This 
was used without further purification. TLCRf 0.61 (major product), Rf 0.41 (minor 
product) (30% EtOAc/hexane). 

The yellow oil obtained above was dissolved in EtOAc (93 mL), and 10% Pd/C 
10 (1.48 g, 1.39 mmol Pd, 0,3 eq.) was added. The mixture was shaken at RT under H2 (45 
psi) for 5 h, then was filtered to remove the catalyst Concentration of the filtrate gave a 
colorless oil which was chromatographed (silica gel, 20% EtOAc/hexane) to afford the 
title compound as a colorless oil (2.49 g, 94%). 

15 f) methyl (R,S)-7-carboxy-4-(2-phenylethyl)-13,4,5-tetrahydro-3-oxo-2H-l,4- 
benzodia2iepin&-2-acetic acid 

TFA (9 mL) was added all at once to a solution of the compound of Preparation 
7(e) (2.1 1 g, 3.70 mmol) in dry CH2CI2 (9 mL) at O^C under argon. Hie resulting Ught 
yellow solution was warmed to room temperature, stirred for 2 h, and concentrated. The 

2 0 residue was dissolved and reconcentrated from toluene to remove residual TFA. TTie 
resultant light yellow oU was dissolved in anhydrous MeOH (18.5 mL), and the solution 
= was cooled to 0**C under argon. Freshly prepared NaOMe/MeOH (l.OM; 18.5 mL, 18.5 
mmol) was added dropwise over 5 min. The ice bath was removed, the yellow solution 
was allowed to warm to room temperature over 10 min, and was heated to reflux under 

25 argon. After 1,5 h, the reaction was cooled in ice and quenched with glacial acetic acid 
(2.1 mL, 37 mmol). TTie mixture was concentrated and the residue was partitioned 
between EtOAc (50 mL) and H2O (50 mL). Hie layers were separated and the aqueous 
layer was extracted exhaustively with EtOAc (in 50 mL portions) until all soUds had 
dissolved The combined organic layers were dried (MgS04) and concentrated until 

30 crystallization was initiated. The resulting mixture was cooled thoroughly in ice. Suction 
filtration afforded the title compound as coloriess crystals (1,0 g, 71%), The mother 
liquors were concentrated and the residue was chromatographed (silica gel, 10% 
MeOH/CHa3-trace acetic acid) to afford additional crude material. Recrystallization 
from EtOAc containing a little MeOH yielded an additional amount of the pure title 

35 compound (1,23 g, 87%, total isolated yield). 
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g) methyl (R.S)-[7-[[4-[N-(ben2yloxycarbonyl)aramo-iramoraethyl)]phenyl)amino] 
carbonyl]-13,4^-tetrahydro-3-oxo-4-(2-phenylethyl)-2H-1.4-benzodiazepine-2^ 

The compound of Preparation 7(f) (95.6 mg. 0.25 mmol) was refluxed with 
S0C12 (2.5 mL) for 15 min, and ti»e yellow solution was concentrated to dryness. The 
yellow oily solid was dissolved in dry CH2CI2 (2.5 mL), and 4-[N- 
(benzyloxycarbonyl)aminoiraino-methyl]aniline (134.7 mg, 0.5 mmol) was added. The 
mixture was cooled in ice/H20 under argon, and anhydrous pyridine (0.061 mL, 0.75 
mmol) was added dropwise. The resulting orangish-yellow mixture was warmed to room 
temperature. After 1.5 h. the reaction was quenched with 5% NaHCOa (5 mL) and 
extracted thoroughly with EtOAc. Drying (Na2S04). concentration, chromatography 
(silica gel, 3:2 EtOAc:CHCl3-0.5% MeOH), and preparative TLC of mixed fractions 
from the chromatography (same solvent system) gave the title compound as a pale yellow 
oil (1 10.2 mg; 70%). 

h) (R,S)-[7-[[4-(aminoiminomethyl)phenyl]amino]carbonyl]-4-(2-phenyIethyl)-l,3,4,5- 
tetrahydro-3-oxo-2H-l,4-benzodiazepine-2-acetic acid 

A solution of the compound of Preparation 7(g) (87.0 mg, 0.1373 mmol) in 1:1 
EtOAc:MeOH (4.6 mL) containing 10% Pd/C (29.2 mg, 0.0275 mmol) and TFA (0.011 
mL, 0.137 mmol) was stirred briskly under H2. After 1 h, the mixture was filtered to 
remove the catalyst, and the filter pad was washed thoroughly with EtOAc and 
EtOAc/MeOH. ConcenU*ation of the solution provided a yellow, oily solid (83.0 mg). 
Tliis was dissolved in MeOH (4.6 mL), and 1,0N NaOH (0.41 mL, 0.41 nmiol) was 
added. The light yellow solution was stirred at room temperature overnight, cooled to 
0**C, and acidified with TFA (0.106 mL. 1.373 mmol). The solution was concentrated to 
diyness to provide an orangish-yellow oil. This material was purified by preparative 
HPLC OPRP-1®, gradient, A:5% CH3CN/H2O0.1% TFA) for 5 rain, increased to 
B:23% CH3CN/H2O-0.1% TFA, A for 5 min, A to B during 24 min). The fractions 
containing the pure product were combined and concentrated until precipitation occurcd. 
The solid was dissolved by addition of a minimum of CH3CN, and the solution was 
lyophillized to give the titie compound as a faintiy yellow powder (50%). 

Preparation 8 


Preparation of rR.SW-rrf4-faminQiminnmRthvnnhenvn-mftt hvlamino1cai1>onvn-2.3AS^ 
letrahvdro-3-oxo-2-f2.nhenvlethvn-1H-2-hftn7J tzepine-4-acetic acid 
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a) t-butyl 3-bromo-4-methylbenzoate 

Dimethylforraamide dimethyl acetal (48 mL, 200 mmol) was added dropwise 
over 15 min to a suspension of 3-bromo-4-methylbenzoic acid (85%; 10.75 g. 42.5 
mmol) in toluene (100 mL) at 70'»C TTie reaction was stirred at 70-80T for an 
5 additional 0.5 h, then was cooled, washed sequentially with water and 5% sodium 
bicarbonate, and dried (sodium sulfate). The raixmre was filtered through a pad of silica 
gel. and the fdter pad was washed with toluene. The filtrate was concentrated to afford 
flie title compound (8.0 g, 69%) as a yellow oil. TLC (toluene) Rf 0.68. 

10 b) t-butyl 3-bromo-4-(bn)momethyl)benzoate 

A mixture of the compound of Preparation 8(a) (1.36 g, 5 mmol), N- 
bromosuccinimide (0.98 g, 5.5 mmol), and benzoyl peroxide (61 mg. 0.25 mmol) in 
carbon tetrachloride (25 mL) was heated at reflux. After 4 h. the mixture was cooled and 
filtered, and the filtrate was concentrated. The resulting material was used without 

15 purification. TLC Rf 0.39 (5:95 ethyl acetate:hexane). 

c) t-butyl 3-bromo-4-[[(2-phenylethyl)amino]raethyl]-benzoate 

TTie compound of Preparation 8(b) was dissolved in dry edier (25 mL). and 
phraethylamine (1.9 mL, 15 mmol) was added. TTie addition was slightly exothemiic, 
20 and the reaction became cloudy. The reaction was stirred at RT overnight, then was 
dfluied with ether (75 mL) and was washed sequentially with 5% sodium bicarbonate and 
brine (25 mL). Diying (MgS04), concentration, and siUca gel chromatography (33% 
ethyl acetate/hexane) gave the titte compound (1.26 g. 65%) as a pale yeUow oil TLC Rf 
0.42 (30:70 ethyl acetate:hexane). 

25 

d) t-butyl 3-bromo-4-[[[N-(2-phenylethyl).N-t-butoxycarbonyI]amino]methyl]benzoate 

Di-t-butyl dicarbonate (845 mg, 3.88 mmol) was added aU at once to a solution of 
die compound of Preparation 8(c) (1.26 g, 3.23 mmol) in chloiofoim (16 mL) at RT. Tlie 
reaction was stirred at RT for 1,5 h, then at reflux for 0.5 h. Concentration and 
30 chromatography (siUcagel. 10% ethyl acetate/hexane) gave the tiUe compound (1.57 g. 
99%) as a colorless oil which solidified in vacuo, TLC Rf 0.49 (10:90 ethyl 
acetate:h^ane). 


e) methyl 3-methoxycarbonyl-4.[[5-(t-butoxycarbonyl)-2-[[N-(2-phenylethyl)-N-t- 
35 (butoxycarbonyl)]amino]mefliyl]-phenyl]-2-butenoate 
and 
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methyl3-raethoxycarbonyl-4-[[5-(t-bmoxycarbonyl)-2-[|N-(2-phenylethyl)-N-t- 
butoxycait)onyl)]amino]methyl]phenyl]-3-butenoate. 

A mixture of the compound of Preparation 8(d) (1 .34 g, 2.73 mraol), dimethyl 
itaconate (648 rag. 4.10 mmol), palladium (II) acetate (30.7 mg, 0.14 mmol), tri-o- 
5 tolylphosphine (83.2 mg. 0.27 mmol), dry, triethylaraine (0.76 mL, 5.46 mmol), and diy 
. acetonitrile (27 mL) was deoxygenated through a single evacuation/aigon puige cycle, 
then was heated at reflux under argon. After 6 h. the reaction was cooled, and moie 
palladium (II) acetate (30.7 rag, 0.14 mmol) and tri-o-tolylphosphine (83.2 mg. 0.27 
mmol) were added. The mixture was deoxygenated through three evacuation/argon purge 

10 cycles, then was heated at reflux under argon overnight (16.5 h). The reaction was 
concentrated, and the residue was dissolved in ether and washed with water and brine. 
Drying (MgS04), concentration, and chromatography (silica gel, 15% ethyl 
acetate/hexane; then 40% ethyl acetate/hexane) gave the erode title compound as a ydlow 
oil. The residue was rechromatographed (silica gel, 25% ethyl acetate/hexane)to yield the 

15 title compound (1.36 g, 88%) as a light yellow oil. TTiis material was used without 
sq)aration of the isomeric reaction products. 

f) methyl 3-methoxycari)onyl-4-(5-(t-butoxycarbonyl)-2-[[[N-(2-phenylethyl)-N-t- 
butoxycaibonyl]amlno]methyl]>phenyl]butanoate 

20 nie compound of Preparation 8(e) (1 . 18 g, 2.08 mmol) was dissolved in 

anhydrous methanol (21 mL), and palladium (II) hydroxide on carbon (0.21 g) was 
added. The resulting mixture was shaken at RT under H2 (47 psi) for 2 h. then was 
filtered through Celite®, The filtrate was concentrated and resubmitted to the same 
reaction conditions. After another 5.5 h, the mixture was filtered as before, and the 

25 filtrate was concentrated to afford the title compound (1.13 g, 95%) as a colorless oil. 

g) methyl (R,S).7-caiboxy-2,3,4,5-teU:ahydro-3-oxo-2-(2-phenylethyl>.lH-2- 
benzazepine-4-acetate 

TP A (1 1 mL) was added all at once to a cloudy solution of the compound of 
30 Preparation 8(f) (1.30 g. 2.28 mmol) in dry CH2CI2 (11 mL) at OT under argon. The 
resulting light yellow solution was warmed to RT, stirred for 2 h, and concentrated. The 
residue was concentrated once from 1,2-dichloroethane to remove residual TFA and give 
methyl 3-methoxycarbonyl-4-[5-carboxy-2-[[N-(2- 
phenylethyl)amino]methyl3phenyl]butanoate as a pale green oil. 
35 The oil was dissolved in anhydrous methanol (1 1 mL), and the solution was 

cooled to 0°C under argon. Freshly prepared 1.0 M sodium methoxide/methanol (1 1 mL, 
1 1 mmol) was added and the ice bath was removed. The yellow solution wias allowed to 
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waim to RT over 5 min and heated to reflux under argon. After 3 h, the reaction was 
cooled in ice and quenched with glacial acetic acid (1.3 mL, 22,8 mmol). The reaction 
was diluted with ethyl acetate (100 mL) and washed with water. The combined aqueous 
layers were back-extracted with ethyl acetate, and the combined ethyl acetate layers were 
5 washed with brine, dried (MgS04), and concentrated to a pale green residue. 

Chromatogr^hy ((silica gel, 10% methanol/chlorofoim/O.I% acetic acid) gave the title 
compound as a ydlow foam. Crystallization from methanol containing a little 
chloroform gave the title compound (528.2 mg, 61%) as an off-white solid, mp 214- 
216°C; TLC Rf 0.49 (10:90 methanolxhloroform). 

10 

h) methyl (R,S)-7-[[[4-[N-(benzyloxycarbonyl)-aminoirainomethyl]phenyI]methylamino] 
carbonyl]-23,4,5-tetrahydro-3-oxo-2-(2-phenylethyl)-lH-2-benzazepine-4-acetate 

The compound of Preparation 8(g) (117.9 mg, 0,31 mmol) was refluxed with 
thionyl chloride (3 mL) for 15 min and the yellow solution was concentrated. The 

15 residue was concentrated from dry toluene (3 mL) to remove residual thionyl chloride, 
and the resulting material was dissolved in diy CH2a2 (0.5 mL). TWs solution was 
added dropwise over 1-2 min to a solution of 4-(methyIamino)-(N- 
benzyloxycarbonyl)benzamidine (263 mg, 0.93 mmol) and anhydrous pyridine (0. 125 
mL, 1.55 mmol) in dry CH2CI2 (10 mL) at 0**C under argon. The resulting yeUow 

20 mixture was warmed to RT and stirred for 0.5 h, diluted with ethyl acetate, and washed 
with 5% sodium bicarbonate. Drying (sodium sulfate), concentration, and 
chromatography (silica gel, 10% ethyl acetate/toluene) gave the title compound (174.8 
mg, 87%) as a faindy yellow oil. TLC Rf 0.45 P:l toluenerethyl acetate). 

25 i) methyl (R,S)-7-[[[4-(aminoiminomethyl)phenyi]methylamino]caibonyl3-2,3.4,5- 

tetrahydro-3-oxo-2-(2-phenylethyl)-lH-2-benzazepine-4-acetate 

10% Palladium on carbon (58 mg, 0.054 mmol) was added carefully to a solution 

of the compound of Preparation 8(h) (174.8 mg. 0.27 mmol) and TPA (0.021 mL. 0.27 

mmol) in ethyl acetate/methanol (1:1,9 mL), and the mixture was stirred briskly under 
30 hydrogen 0)aUoon pressure). After 1.5 h, the raixtore was filtered through CeUte®, and 

the filler pad was washed thoroughly with ethyl acetate and methanol. Concentration 

gave the title compound. 

j) (R.S)-7-[[[4-(aminoiminomethyl)phenyl]methylamino]caitonyl]-2,3,4,5-tetrahydro-3- 
35 oxo-2-(2-phenylethyl)-lH-2-ben2azepine-4-acetic acid 

The compound of Piq)aration 8(i) was dissolved in methanol (9 mL), and 1 .0 N 
sodium hydroxide (0.81 mL, 0.81 mmol) was added. The solution was stirred at RT 
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ovemight, then was concentrated. The residue was dissolved in watei/acetonitrile (3 
mL), cooled to 0°C, and acidified with TFA (0.21 mL, 2.7 mmol). The faintly yellow 
solution was concenu-ated and the residue was purified by reversed-phase flash 
chromatography (C-18 silica gel, 25% AN/W-TFA). Concentration and lyophilization 
5 gave the title compound (123 mg, 67%) as a colorless powder. 

Hie following Examples illustrate the manner of making the pharmacologically active 
compounds and compositions of tfiis invention. 

10 Example 1 

Preparation of (R.SV23 A5-tetrahvdro-4-methvl-3-oxo-84f f 2-r4-piperidinvnethvl1 
methvlamino1carbonvll-lH-1.4-benzodiazepine-2-acetic add 

15 a) methyl (R,S)-8-[[[2-[N-(benzyloxycarbonyl)-4-piperidinyl]ethyl]methylamino] 
carbonyl]-23,4,5-tetndiydro-4-methyl-3K)xo-lH-1.4-benzodiazepine-2-acet^ 

Methyl (R,S)-8-carboxy-2,3,4,5-tetrahydro-4-methyl-3-oxo-lH- 1 »4- 
benzodiazepine-2-acetate (2.0 mmol) dissolved in DMF (30 mL) was treated with EDC 
(2.2 mmol), 1-HOBT (285 mg, 2.1 mmol) and adjusted to pH 7 with triethylamine. TTie 

20 mixture was treated with N-methyl-2-[N-(benzyloxycarbonyl)-4-piperidinyl]ethanamine 
(2.4 mmol) , stirred at RT for 48 h, concentrated and the residue was purified by flash 
chromatography to yield &e tifle compound: NMR (DMS0-d6) 5 6.5-7.5 (m, 7H), 
2.6-4.1 (m. 24H). 0.9-1.8 (m. 7H); MS(ES) m/e 551 [M+H]+ [M+HCO3T 595. 

25 b) methyl (R,S)-23,4,5-tetrahydro-4-methyl-3-oxo-8-[[[2-(4-piperidinyl)ethyl] 

methylamino] carbonyl]- IH- 1 ,4-benzodiazepine-2-acetate 

A solution of the compound of Example 1 (a) (0.06 mmol) in methanol (25 mL) 

containing l.OM hydrogen chloride in ether (0.6 mL) was treated with 10% palladium 

hydroxide and the mixture was shaken in a hydrogen atmosphere (40 psi) for 1 h. The 
3 0 mixture was filtered and concentrated to yield the title compound. MS(ES) m/e 417 

[M-ffl]+. 

c)(R,S)-2,3,4,5-tetrahydro-4-methyl-3-oxo-8-[[[2-(4-pipaidinyl)ethyl]methylamino] 
caibonyl]-lH-l,4-benzodiazepine-2-acelic acid 
35 The compound of Example 10)) (0.26 mmol) was dissolved in methanol (9 mL), 

and 1.0 N sodium hydroxide (0.81 mL, 0.81 mmol) was added. The solution was stirred 
at RT overnight, and concentrated. Hie lesidue was dissolved in waiei/acetonitrile (3 
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mL), cooled to 0°C. and acidified with TFA (0.21 mL, 2.7 mmol). Hie solution was 
concentrated and the residue was purified by reversed-phase flash chromatography (C-18 
silica gel, AN/W-TFA). Concentration and lyophilization gave the title compound. 
MS(ES) m/e 403 [M+H]+; NMR (DMSad6) 5 8,1-8.6 (m, 2H). 6.4-7.0 (m, 3H), 5.9- 
5 6.0 (m, IH), 5,4-5,5 (d. IH), 5,0-5.1 (m, IH). 3.8-3.9 (d. IH), 1.0-3.5 (m, 22H); Anal. 
{C24H35.25N4O8.875) calcd: C. 48.91; H, 5.71; N, 9.51. found: C, 49.19; H, 5.64; N, 
9.42. 

Example 2 

10 

Preparation of fR.SV2.3.4.5-tetrahvdro-4-isonenfvl-:H-nTa.«-rff9,.(4- 
DiDeridinvnethvllmethvlaminolcarbonvll-lH-1.4-hen7j>rii a7^nine-2-ac^^^^ 

a) methyl (R,S>8-carboxy-2^A5-tetrahydit)-4-isopentyl-3-oxo-lH4,4-benzodia2ep 
15 2-acetate 

Anhydrous isopentylaminewas bubbled into anhydrous DMF (200 mL) at 0°C for 
15 min. A solution of t-butyl 4-broraomethyl-3-nitrobenzoate (5.0 g, 15.8 mmol) (Int. I 
Peptide. Res., 36, 31 (1990)) in DMF (10 mL) was added dropwise to the cold amine 
solution. The solution was stirred at O** for 30 min and poured into water. The mixtare 
2 0 was extracted with ethyl acetate and the combined organic layers were washed with 
water, dried (sodium sulfate) and concentrated to give a yellow-brown oil. The oil was 
purified by chromatography over silica gel to yield t-butyl 4-(isopentylamino)methyl-3- 
nitrobenzoate, 

A solution of the t-butyl 4-(isopentylamino)methyl-3-iiitrobenzoate (5,3 mmol), 
25 iriethylamine (2.1 g. 21 mmol) and di-t-butyl dicarbonate (3.44 g, 15,8 mmol) in THE (50 
mL) was stirred 24 h. The mixture was concentrated and the residue dissolved in ethyl 
acetate (200 mL). The solution was extracted with water, dried (sodium sulfate) and 
concentrated to give a yellow oil which was purified by chromatography over silica gel to 
yield t-butyl 4-[N-(t-butoxycarbonyl)-N-(isopentyl)ammo-methyl]-3-nitrobenzoate. 
30 A solution of l-butyl 4-[N-(t-butoxycarbonyl)-N-(isopentyl)amino-raethyl]-3- 

nitrobenzoale (2.27 mmol) in ethanol (100 mL) containing 10% palladium on carbon (0.5 
g) was hydrogenated (40 psi). After 30 min, the mixture was filtered and concentrated to 
give t-butyl 3.amino-4-[N-(t-butoxycari)onyl)-N-(isopentyl)-aminomethyllbenzoate. 
Dhnethyl acetylenedicarboxylate (0.34 g, 2.4 mmol) was added to a solution of t- 
35 butyl 3-amino-4-[N-(t-butoxycarbonyl)-N-(isopentyl)-aminomethyl]benzoate (2.7 mmol) 
in methanol (50 mL). The solution was heated to reflux for 1 h, treated with dimethyl 
acetylenedicariwxylaie (0.17 g, 12 mmol) and heated at reflux for an additional 1 h. Hie 
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mixtuie was cooled, filtered, concentrated and the residual yellow oil was 
chromatographed over ilica gel to give t-butyl (E;Z)-4-[N-(t-butoxycarbonyl)-N- 
(isopentyl)-arainoniethyl]-3-[2-{l,4-dimethoxy-l,4-dioxo-2-butenyl)amino]-benzoate^ 
A solution of t-butyi (E,Z)-4-[N-(t-butoxycarbonyl)-N-(raethyl)-arainoraethyl]-3- 
5 [2-( 1 ,4-dimethoxy- 1 ,4-dioxo-2-butenyl)aiDino]-benzoate in methanol (50 raL) containing 
10% Pd/carbon (0,5 g) was hydrogenated (45 psi) at RT. After 4 h, the suspension was 
filtered and concentrated to give a pale yellow oil. The residue was purified by 
chromatography over silica gel to yield t-butyl 4-[N-(t-butoxycarbonyl)-N- 
(isopentyl)amino-methyl]-3-[2-(1.4-dimethoxy-l,4-dioxo-2-butyl)amino]benzoate, 

10 TFA (50 mL) was added to a solution of t-butyl 4-[N-(t-butoxycarbonyl)-N- 

(isopentyl)amino-methyl]-3-[2-(l,4-dimethoxy-l,4-dioxo-2-butyl)araino]benzoaie(0.3 
mmol) in CH2CI2 (10 mL). The mixture was stirred for 4 b and concentrated to yield 4- 
[N-(isopentyl)aminomethyl]-34N-[2-(l,4-dimethoxy-1.4-dioxo-2-butyl)]^^^ 
(methyl)amino]-benzoic acid. 

15 The benzoic acid was dissolved in methanol (20 mL) and treated with 25% 

sodium methoxide in methanol (0.2 mL, (1.87 mmol). The mixture was heated to 50T 
for 2 h, cooled and treated with IM hydrogen chloride in ether (2 mL). The mixture was 
concentrated to give the title compound 

20 b) methyl (R,S)-23,4,5-tetrahydro-4-isopentyl-3-oxo-8-[[[2-(4.pyridyl)ethyl3 
methylaminojcarbonyl]- IH- 1 ,4-ben2odiazepine-2-acetate 

The compoimd of Example 2(a) (2.0 mmol) dissolved in DMF (30 mL) was 
treated with EDC (2.2 mmol) and 1-HOBT (285 mg, 2.1 mmol). The mixture was treated 
with N-methyl-2-(4-pyridyl)ethanamine (2.4 mmol), stirred at RT for 48 h, concentrated 

25 and the residue was purified by fiash chromatography to yield the title compound. 

c) methyl (R,S)-23,4,5-tetrahydro-4-isopentyl-3-oxo-8-[[[2-(4-piperidinyl)ethyl] 
melhylamino]carbonyl]-lH-l,44)enzodiazepine-2-acetate 

A solution of the compound of Example 2(b) (0.2 mmol) and 0.6N hydrochloric 
3 0 acid (0,6 mL) in methanol (30 mL) was treated with platinuin oxide (5 mg) and 

hydrogenated (45 psi) overnight The mixture was filtered and concentrated to give flie 
title compound. MS(ES) m/e 473 [M+H]+ 

d) 0^S)-2,3,4.5-tetrahydro-4-isopentyl-3-oxo-8-[[[2T(4-piperidinyl)ethyl]meth^^ 
35 carbonyl]-lH-l,4-benzodia2epine-2-acetic acid 

The compound of Example 2(c) (0.27 mmol) was dissolved in methanol (9 mL), 
and 1.0 N spdium hydroxide (0.81 mL, 0,81 mmol) was added. The solution was stirred 
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at RT overnight, then was concentrated. Hie residue was dissolved in watei/acetonitrile 
(3 mL), cooled to 0*'C, and acidified with TFA (0.21 mL, 21 mraol). The solution was 
concentrated and the residue was purified by reversed-phase flash chromatography to 
yield the title compound. MS(ES) ra/e 459 [M+H]+. 

5 

Example 3 

Preparation of (R,$V8-rrr4-faminoiminomethvn-3-fluo^ODhenvllmethvlaminnlca^honvn- 
234.5-tet^ahvdro-3-oxo-4>f2-DhenvlethvlVlH-l .4-benzndiazepine-2-acgfic add 

10 

a) methyl (R,S)-8-[[[4-[N-(benzyloxycaibonyl)amiiioimino-methyl]-3- 
fluorophenyl3rae%lamino]carbonyl]-23A5-tetra-hydro-3-oxa4-(2-phenylethyl)-lH- 
1 ,4-benzodiazepuie-2-acetate 

Using the procedure of Preparation 8(h), except substituting methyl (R,S)-8- 
15 carboxy-2,3,4,5-tetiahydro-3-oxo-4-(2-phenylethyl)- IH- l,4-benzodiazepine-2-acetate for 
the compound of Preparation 8(g), and substituting 2-fluoro-4-(methylamino)-[N- 
(benzyloxycarbonyl)] benzaraidine for 4-(methylamino)-(N-benzyloxycarbonyl)- 
benzamidine, gave the title compound. NMR (400 MHz, CDCI3) S 8.15 (t, IH), 7,4 
(d, 2H), 7.4-7.15 (m, 8H), 7.1 (d, 2H), 6.9 (dd, IH). 6.75 (dd, IH), 6.65 (s. IH), 6.6 (d. 
20 IH), 6.4 (d, IH), 5.25 (d, IH), 5. 15 (s, 2H), 4.9 (q, IH), 4.25 (d, IH), 3.7 (s. 3H). 3.65 (m, 
2H). 3.55 (d, IH), 3.45 (s, 3H), 2.95 (dd, IH), 2.7 (m, 2H), 2.6 (dd, IH). 

b) (R,S)-8-[[[4-(aminoirainoraethyl)-3-fluorophenyl]methyl-amino3carbonyl]-2.3,4,5- 
tetrahydro-3-oxo-4-(2-phenylethyl)-lH-l,4-benzodiazepine-2-aceticacid 

25 A solution of the compound of Example 3(a) (0,06 mmol) in methanol (25 mL) 

containing l.OM hydrogen chloride in ether (0.6 mL) was treated with 10% palladium on 
carbon (0.06 g) and the mixture was shaken in a hydrogen atmosphere (40 psi) for 1 h. 
Tlie mixture was filtered and concentrated to yield the methyl ester of the title compound. 
The methyl ester (0.27 mmol) was dissolved in methanol (9 mL), and 1.0 N 

3 0 sodium hydroxide (0.81 mL. 0.81 mmol) was added. The solution was stirred at RT 
overnight, then was concentrated. ITie residue was dissolved in water/acetonitrile (3 
mL), cooled to 0°C, and acidified with TFA (0.21 mL. 2.7 mmol). The solution was 
concentrated and the residue was purified by reversed-phase flash chromatography to 
yield the tide compound. iH NMR (400 MHz, CD3OD) 57.75 (t, IH), 7.4 (d. IH), 7.25- 

35 7.05 (m, 6H), 6.8 (d, IH), 6.7 (s. IH), 6.5 (d, IH), 5.35 (d, IH), 5.05 (m, IH). 3.8 (d. IH), 
3.65 (m, 2H), 3.4 (s, 3H). 2,9 (dd. IH), 2.7 (m. 2H). 2.6 (dd. IH), MS(ES) m/e 518.0 
IM+H]+ 
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Example4 

Preparation of (R,g)-8-rf(1 ,2.3.4-tetrahvdm-7-ismuinolinvnaminn1 p arfaonvll-2.^.4^ 
tPtrahYdn^3-^)XP-4-(^PhfmI<^YlVlH-1.4-hen7.^^ 

a) methyl (R.S)-8-[[N-(t-butoxycarbonyl>l,23,4.tetrahydro-7-isoq 
carbonyl]-23,4^telrahydro-3-oxo-4-(2-phenylethyl)-lH-l,4-benz^ 
acid 

Methyl (R,S)-8HartK)xy.l^A5-tetrahydn)-3-oxo-4-(2-phenyl^^^ 
benzodiazepme-2-acetate (2.0 mmol) dissolved in DMF (30 mL) was treated with EDC 
(2.2 mmol) and 1-HOBT (285 mg, 2.1 mmol). The mixture was treated with N2.(tert- 
butoxycarbonyl)-7-amino-U3,4-tBtrahydro-isoquinoline (2.4 mmol) , stirred at RT for 
48 h, concentrated and the residue was purified by flash chromatography to yield the tide 
compound. 

b) (R,S).84[(l,2.3,4-ietrahydro-7-isoquinolinyl]amino3-carbonyll-23,4.5-tetrahydro-3- 
oxo-4-(2-phenylethyl)-lH-1.4-benzodia2epine-2-aceticacid 

The compound of Example 4(a) (0.56 mmol) was dissolved in a mixture of 
CH2CI2 (25 mL) and TFA (5 raL). Afte- 1 h, the mixture was concentrated to give the 
methyl ester of the title compound. 

The methyl ester (0.27 mmol) was dissolved in methanol (9 mL), and LO N 
sodium hydroxide (0.81 mL, 0.81 mmol) was added. The solution was stirred at RT 
overnight, then was concenttated. Hie residue was dissolved in water/acetonitrile (3 
mL), cooled to 0*^ and acidified with T?A (0.21 mL, 2.7 mmol). The solution was 
concentrated and the residue was purified by rcversed-phase flash chromatography to 
yield the tide compound. Anal. [C29H30N4O4 a6(C2HF3O2)1.5(H2O)] calcd: 
C,60.55; H,5.64; N,9.31. found: C,60.45; H,5.80; N.9.28. 

Example 5 

£l gp^t^On of rR,S)-7-r(44'-hiDineridin-1-vnr a rhonvn-4.ra.fcycloheTvlWhYl].9 ,q L ^- 
tetrahvdr(v3H^XQ-lH-1.4-hen7X)dia7^pinft-?.-flrP.^jip priH 
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a) methyl (R,S)-7<arboxy-4-[2-(cyclohexyl)ethyl]-2,3.4^-tetrahydro-3-oxo-lH-l,4- 
benzo(iiazepine-2-acetate 

A solution of methyl (R,S)-7-carboxy-2,3,4,5-tetrahydro-3-oxo-4-(2- 
phenylethyl>lH-l,4-ben2odiazepine-2-acetate (1.2 mmol) and 0.6N hydrochloric acid 
5 (4.0 mL) in methanol (50 mL) was treated with platinum oxide (120 mg) and 
hydiogenated (45 psi) and the mixture was filtered and concentrated to give the title 
compound. 

b) methyl (R.S>7-[(4,4-bipiperidin-l-yl)carbonyl]-[2-(cyclohexyl)ethyl]-23,4^- 
10 tetrahydro-3K)xo-4-lH-l,4-benzodiazepine-2-acetate 

nie compound of Example 5(a) (2.0 mmol) dissolved in DMF (30 mL) was 
treated with EDC (2.2 mmol) and 1-HOBT (285 mg. 2.1 mmol). This mixtuie was 
treated with N-(t-butoxycatt)onyl)-4,4 - Wpipeiidine (2.4 mmol), stirred at RT for 48 h, 
concentrated and the residue was purified by flash chromatography to yield the title 
15 compound. 

c) methyl 0R.S)-7-[(4,4'-bipiperidin-l-yl)carbonyl]-4-[2-(cyclohexyl)ethyl]-2,3.4^- 
tetrahy dro-3-oxo- IH- 1 ,4-benzodiazepine-2-acetic acid 

The compound of Example 5(b) (0.56 mmol) was dissolved in a mixture of 
20 CH2CI2 (25 mL) and TFA (5 mL). After 1 h, the mixtuie was concentrated to give die 
title compound. 

d) R,S)-7-[(4,4*-bipiperidin-l-yl)carbonyl]4-[2Kcyclohexyl)ethyl]-23A5-te^ 
oxo-lH-l,4>benzodiazepine-2-acetic acid 

25 The compound of Example 5(c) (0.3 mmol) was suspended in acetone (2 mL) and 

treated lithium hydroxide hydrate (25 mg) in water (2 mL). The mixture was stirred 
overnight, treated with methanol and additional lithium hydroxide hydrate (5.5 mg) was 
added in two portions over 9 h. The mixture was concentrated and die aqueous residue 
was neutralized with hydrochloric acid and concentrated. The residue was placed in the 

30 refrigerator overnight and filtered. The filter cake was washed with cold water, acetone 
and ether to yield tiie title compound AnaL [C30H44N4O4-2,5(C2HF3O2)-2(H2O)] 
calcd: C49.70; H,6.02; N,6.62. found: C,49.43; H.6.Q2; N,6.62. 



PreparatiQnof(R,S)-7-rr4-(2-aminoethvl)mneridin-l-vncaitnnv]1-2, 34.5^tfitrahvdro-3 
0X0-4>(2-DhenvletiivlVlH-1.4-ben2ndiayi>pine.2-aceticadd 


wo 95/18619 


PCr/US9SA»0248 


-33- 

a) methyl (R,S)-7-[[4-(N-t-butoxycarbonyl)(2-aminoethyl)-piperidin-l-yl]carbonyl]^ 
23,4>tetrahydro-3-oxo-4-(2-phenylethyl)-lH-lAbenzo(Uazepine-2-acetate 

Methyl R,S)-7Haiboxy-2^A5-tetrahydro-3-ox()4-(phenyle%^ 
5 benzodia2epine-2-acetate (2.0 ramol) dissolved in DMF (30 raL) was treated with DCC 
(458 mg, 2.2 mmol), 1-HOBT (285 mg, 2.1 mraol) and adjusted to pH 7 with 
triethylamine. Hie mixture was treatfid with N-(t-butoxycarbonyl)-2-(4- 
pipcridinyl)ethanamine (2.4 mraol) , stirred at RT for 48 h, concentrated and the residue 
was purified by flash chromatography to yield the title compound. 

10 

b) (R,S)-7-[[4-(2-aminoethyl)piperidin-l-yl]carbonyl]-2.3.4,5-letrahydro-3-oxo-4-(2- 
phenylethyl)-lH-l,4-benzodiazepine-2-acetic acid 

The compound of Example 6(a) (0.56 mmol) was dissolved in a mixture of 
CH2CI2 (25 mL) and TFA (5 mL). After 1 h, the mixture was concentrated to give the 
15 methyl ester of the title compound. 

The methyl ester (0.27 nunol) was dissolved in methanol (9 mL\ and 1.0 N 
sodium hydroxide (0.81 mL, 0.81 mmol) was added. The solution was stirred at RT 
overnight, then was concentrated. The residue was dissolved in water/acetonitrile (3 
mL), cooled to OT, and acidified with TFA (0.21 mL, 2.7 mmol). TTie solution was 
20 concentrated and the residue was purified by reversed-phase flash chromatography to 
yield the tide compound. MS(ES) m/e 479 [M+H]+ 477 [M+H]-. 

Example 7 

25 Preparation of fR.S)-7-rf(L2,3.4-tetrahvdro-7-isoQuinoHnvnamiiinlcarh onvll.2.3.^^ 
tetrahvdro-3-oxo-4-f2-nhenvlethvn-lH -1.4-henzndia7i>Dine-2-aceticacid 

Using the procedure of Example 4, except substituting 
methyl (R,S)-7-carboxy-23,4^-tetrahydro-3-oxo-4-(2-phenylethyl)-lH-l,4- 
benzodiazepine-2-acetate for methyl (R,S)-8-carboxy-2,3,4,5-tetrahydro-3-oxo-4-(2- 

30 phenylethyl)-lH-l,4-benzodiazepine-2-acetate, gave the title compound. Anal. 

[C29H30N4O4-2(C2HF3O2)-0.75(H2O)] calcd: C, 53.55; H. 4.36; N, 7.57. found: C. 
53.80; H. 4.56; N, 7.56. 

Examples 

35 


Preparation of (R.S)-7>r(4.4'-biniDeridin-l-vncarbonvll-2.-^ 4 f^-trt rahvdrQ-4-niethv1-<<. 
oxo-lH-1.4-benzodiazepine-2-acfttic agri 
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a) t-butyl 3-methyl-4-nitrobenzoate 

3-Methyl-4-nitrobenzoic acid (500 g, 2.76 mol) was added to pyridine (1,25 L) 
and stined until it dissolved. Benz^esulfonyl chloride (609 g, 3.45 mol) was added 
5 rapidly while maintaining the internal temperature <30°C with an ice bath. A precipitate 
formed towards the end of the addition and pyridine (500 mL) was added to improve 
stirring. The mixture was stirred for 30 min and t-butanol (523 mL) was added diopwise 
over 30 mm at < 30°C. The mixture was stirred for 2 h, dissolved in hexanerethyl acetate 
(4:1; 2.5 L) and the resulting mixture was exu*acted with water. The organic phase was 
1 0 concentrated to give a light yellow oil which crystallized on cooling to give the title 
compound (635 g, 97%). mp 56-58T. 

b) t-butyl 3-bromomcthyl-4-nitroben2oatc 

A solution of the compound of Example 8(a) (635 g, 2.68 mol) in carbon 
15 tetrachloride (6 L) was stirred and treated with N-bromosucdnimide (476.5 g, 2.68 mol). 
Tht mixture was irradiated and heated to reflux with 3 flood lamps positioned below the 
solution level. Benzoyl peroxide (6 g) was added in four portions while the mixture was 
heated to reflux and the last portion was added as reflux was reached after 2 h. The 
mixture was irradiated at reflux for 12 h, cooled, allowed to stand several hours, filtered 
20 and concentrated to a brown oil (870.7 g). TTie oil was taken up in hexane (3 L) and ether 
(500 mL) (boiling), Altered and the filtrate was partly concentrated by boiling. The 
resulting solution was allowed to stand overnight and the off-white crystalline solid 
which formed was filtered, washed with hexane and dried to give the title compound 
(396.6 g, 46.8%). mp 80-83°C; Ifl NMR (250 MHz) 5 4.5 (2H); TLC Rf 0.7 (silica gel, 
25 1.-9 ethyl acetate/hexane). The filtrate yielded a second crop on standing (73 g). mp 61- 
65°C. 

c) t-butyl 3-(methylamino)metbyl-4-mtiobenzoate 

Aqueous 40% methylamine (623 mL) was added to dimethylformamide (2.5 1) 
3 0 stirred at -5T in an acetone/ice bath. A solution of the compound of Example 8(b) (238 
g, 0.753 mol) in ediyl acetate (600 mL) was added dropwise over 1 h while maintaining 
the internal temperature between 0°C and -5*0. The clear yellow reaction mixture was 
stirred for an additional 30 min and was diluted with an equal volume of water. Hexane 
was added, the organic phase was separated and the aqueous phase was exu:acted with 
3 5 hexane. Hie combined organic extracts were washed with water and concentrated to give 
the title compound (217.8 g) as a bright yellow oil. 


TVO 95/18619 


PCr/US9S/D0248 


-35- 

d) t-butyl 3-[N-(t-butoxycarbonyl)-(methylamino)-methyl3-4-mtrobenzoate 

A solution of the compound of Example 8(c) (0.753 mol) in ethyl acetate (1 L) 
was stined and treated with di-t-butyl dicarbonate (180.8 g, 0.828 mol) which was added 
in portions. A vigorous reaction occurred with rapid gas evolution which ceased after the 
5 final addition of the dicarbonate. The reaction mixture was stirred for an additional 30 
min, and was extracted with 4% aqueous sodium carbonate and with water. The organic 
phase was concentrated to give a light yellow oil which was dissoved in hexane and 
cooled in a Dry Ice/acetone bath to initiate crystallization. The mixture was stored in the 
refrigerator, filtered and dried to give the title compound (129 g» 47%) which was used in 
10 the next step, mp 56-58*'C, NMR (CDCI3) 5 8.05 (2H, s). 7.95 (IH. s), 4.8 (2H, d), 2.9 
(2H, s). 1.6 (9H, s), 1.5 (9H. s); HPLC tR 27 rain (Zorbax RX Cig, gradient, 4.6 X 150 
mm, Armethanol B:water-0.1% TFA, 50-90% methanol during 40 min, UV detection at 
210 nm). 

15 e) t-butyl 4-amino-3-[N-(t-butoxycarbonyl)-(methylamino)methyl]benzoaie 

A solution of Ae compound of Example 8(d) (129 g,0.352 mol) in ethyl 
acetate/methanol (1:1, 1.5 L) was treated with 10% Pd/C (40 g) moistened with ethyl 
acetate under argon in a hydrogenation bottle. The botfle was purged with hydrogen and 
shalcen until the theoretical amount of hydrogen was absorbed. The mixture fUtered 

20 ftrough Cdite® and the filtrate containing the title compound was used in the next step. 

f) t-butyl (E/Z)-3-[N-(t-butoxycarbonyl)(methylamino)methyl]-4-[2-(l,4-dimethoxy-l,^ 
dioxp-2-butenyl)amino]ben2oate 

A solution of the compound of Example 8(e)(118,3 g. 0.352 mol) in 
25 medianohethyl acetate (1.5 L) was stirred at RT under aigon and dimethyl 

acetylenedicaiboxylate (50 g, 0.352 mol) was added dropwise over 30 min and the 
mixture was heated to reflux for 16 h. The mixmre was cooled and dimethyl 
acetylenedicarboxylate (6.0 mL, 0.0488 mol) was added in one portion. The reaction 
mixture was heated to reflux 2.5 h. The resulting solution containing the title compound 
3 0 was cooled and used in the next step. 

g) t-butyl (R,S)-3-[N-(t-butoxycarbonyl)-(methylamino)-methyl]-4-[2-(l,4-dimethoxy- 
l,4-dioxobutyl)amino]benzoate 

A sotation of the compound of Example 8(f) (-168 g. 0.352 mol) in ethyl 
35 .acetate:methanol (1.5 L) was added to 10% Pd/C (20 g) moistened with ethyl acetate 
under argon in a hydrogenation bottle. The mixture was shaken in a hydrogen 
atmosphere and heated to 48T until the theoretical amount of hydrogen was absorbed, 
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cooled, vented, filtered through Cclite® and the filtrate was concentrated to give the title 
compound (173.4 g) as a yellow oil. HPLC tR 18,9 min (Zoitax RX Cig. 4.6 X 150 mm, 
I mL/min, gradient, Aimethanol B:water-0.1% TFA, 50-90% methanol over 40 min, UV 
detection at 210 nm). 

h) (R,S)-4-[2-(l,4-dimethoxy-l,4-dioxobutyl)araino]-3-[(methylamino)raethyl]benzoate 

A solution of the compound of Example 8(g) (0.348 mol) in dichloromethane 
(500 mL) was added over 30 min to a stirred solution of TFA (684 mL) and 
dichloromethane (1550 mL); the internal was between 18°C-25°C. The solution was 
stirred overnight at RT and concentrated to give the title compound (254.6 g) as a brown 
oil. HPLC tR 19 min (Zorbax RX Cig column, 4.6 X 150 mm. gradient, 1 mUmin, 
A:methanol Bnvater-0.1% TFA, 10-60% medianol over 50 min, UV detection at 210 
nm). 

i) methyl (R.S)-7-carboxy-2,3.4,5-tetrahydro^methyl-3-oxo-lH-l,4-benzodiaz^ine-2- 
acetate 

A solution of the compound of Example 8(h) [1 12.7 g (0.348 mol) with TFA 
(141.9 g)] in methanol (2 L) was cooled to between O'^C to -5X and stirred under argon. 
Sodium methoxide in methanol (25%; 396 mL, 1.94 mol) was added over 2 h, 
maintaining the internal temperature between 0°C to -5°C. Following the addition, the 
temperature was allowed to rise slowly and the mixture stirred for 45 min. Glacial acetic 
acid (42 mL) was added to the reaction mixture followed by water (1 .5 L). A crystalline 
precipitate began to form and the pH of the mixture was adjusted to 4.5 by careful 
additions of 12N hydrochloric acid. The mixture was stirred a few min. filtered and the 
precipitate washed with water and vacuum dried to give the tifle compound (77,6 g, 
76%). IH NMR (250 MHz. DMS0d6) 5 7.5 (2H, ra). 6.5 (2H. m), 5.5 (IH. d), 5.2 (IH. 
m). 3.9 (IH, d), 3.6 (3H, s), 2.9 (3H, s), 2.9-2.6 (2H, m); mp 276-277°C, HPLC tR 23.2 
min (Zorbax RX CIS, 4.6 x 150 mm, 1 mL/mm, gradient, Amiethanol B:water-0.1% 
TFA, 10-60% methanol over 50 min, UV detection at 210 nm); Anal.(Ci4Hi6N205) 
calcd; C, 57.53; H. 5.52; N, 9.58. found: C. 57.27; H. 5.41; N, 9.17; mp 280-280.5°C 
(dec). 

j) methyl (R.S)-7-[[l'-(t-butoxycarbonyl)4,4'-bipiperidin-l-yl]carbonyl]-2,3.4.5- 
tetrahydro-4-methyl-3-oxo-lH-l,4-benzodiazepme-2-acetate 

Using the procedure of Example 5(b), except substimting the compound of 
Example 8(i) for metiiyl (R,S)-7-carboxy-2,3,4.5-tetrahydro-3-oxo-4-(2-phenylethyl)-lH- 
l,4-benzodiazepine-2-acetate, gave the title compound. 
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k) methyl (R,S)-7-[(4,4*-bipiperidin-i-yl)carbonyl]-23,4.5-tetrahydro-4-methy^^ 
lH-1 ,4-benzo(Iiazepine-2-acetate 

Usmg the procedure of Example 5(cX except substituting the compound of 
Example 80 for the compound of Example 5(b), gave the title compound. 

l)(R,SH-[{4.4'-bipiperidin4-yl)carbonyl]-23,4,5-tetrahydro-^^^ 
benzodiazepine-2-acetic acid 

Using the procedure of Example 5(d), except substituting the compound of 
Example 8(k) for the compound of Example 5(c) and substimting sodium hydroxide for 
lithium hydroxide, gave the title compound. Anal. 

[C23H32N4O4 2(C2HF302)I-2.5(H20)] calcd: C, 46.22; H, 5.46; N, 7.99. found: C, 
46.33; H, 5.45; N. 7.97. 

Example 9 

Preparation of rR.SV2.3.4.5-tetrahvdrQ-3>oxo-2-(2-Dhenvlethvn-7-rrr2-n- 
Diperazinvnethvllmetfavlaminol-carhnnvn-l H. 2-bfflizazepinft-4-acfttir arid 

a) methyl (R,S)-7-[[[2-[4-(benzyloxycaibonyl).l-piperazinyl)]ethyl]methylamino] 
carbonyl]-2,3,4,5-tetrahydro-3-oxo-2-(2-phenylcthyl)-lH-2-benzazepine-4-acetate 

Methyl (R,S)-7-carboxy-2.3.4,5-tetrahydro-3-oxo-2-(2-phenylethyl)-lH.2- 
benzazepine-4-acetate (2.0 mmol) dissolved in DMF (30 mL) was treated with DCC (458 
rag, 2.2 mmol), 1-HOBT (285 mg, 2.1 mmol) and adjusted to pH 7 with triethylamine. 
nie mixture was treated with 2-[l-[4-(benzyloxycaibonyl)pipMazinyl]]-N-methyl- 
ethanamine (2.4 mmol), stirred at RT for 48 h, concentrated and the residue was purified 
by flash chromatography to yield the title compound. 

b) (R,S)-2,3.4,5-tetrahydro-3-oxo-2-(2-phenylethyl)-7-[[[2-(l-piperazinyl)elhyl] 
methylamino]carbonyl]-lH-2-ben2azepine-4-aceticacid 

Hie compound of Example 9(a) (0.3 mmol) was dissolved in methanol (20 
mL), and added to palladium hydroxide (100 mg) and 3N hydrochloric acid (1 mL). 
The mixture was hydrogenated (40 psi) for 6 h. The reaction mixture was filtered, 
the catalyst washed with acetonitrile and the filtrate concentrated. 

The methyl ester (200 mg, 0.3 mmol) was dissolved in methanol (4 mL) and IN 
sodium hydroxide (0.5 mL), stirred, concentrated, diluted with water, acidified with 3N 
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hydrochloric acid and concentrated. The residue was chromatographed by HPLC to yield 
the title compound as white solid. 

Examnle 10 

Preparation of (R.SV2.hutv1-Z3.4.5^tetrahvdrn .3.nxn.7-rrr2-fpineridin-4-v1V 
ethvnmethvlamino1carbonvll.lH-24ien7a7^.p me-4-acetic add 

l-(3-Dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (1.19 g, 6.23 
mmol) was added all at once to a solution of methyl (R»S)-7-carboxy-2,3,4>tetrahydro- 
3-oxo-lH-2-benzazepine-4-acetate (1.44 g, 5.19 mmol). benzyl alcohol (2.7 mL. 25,95 
mmol). diisopropylethylamine (1.8 raL, 10.38 mmol), and 4-(diraethylamino)pyridme 
(761 rag, 6.23 mmol) in anhydrous dimethylformamide (26 mL) at RT, The reaction was 
stilled for 24 h and concentrated to leave a pale yellow oil The oil was diluted with ethyl 
acetate (200 mL). and the cloudy mixture was washed sequentially with IN hydrochloric 
acid and water. The combined aqueous layers were extracted with ethyl acetate, and the 
combined organic layers w«e dried (MgS04) and concentrated. Chromatography over 
silica gel gave methyl (R,S)-7-benzyloxycarbonyl-23,4,5-tetrahydro-3-oxo-lH-2- 
benzazepine-4-acetate (1.59 g, 83%). 

methyl (R,S)-7-baizyloxycaibonyl-23,4,5-tetiahydro-3-oxo-lH-2-ben2azepine-4- 
acetate (220.4 mg. 0.60 mmol) was suspended in toluene (5-10 mL), and the mixture was 
carefully concentrated to remove water and residual solvents. The resulting solid was 
dissolved in dry 1:1 IHFdOMF (12 mL), and 1-iodobulane (3.0 mmol) was added. 
Sodium hydride (60% in mineral oil, 29 mg, 0.72 mmol) was added, causing gas 
evolution and slight wanning. After 15 min, the reaction was cooled to O^'C and 
quenched with saturated aqueous anunonium chloride (2 mL). The mixture was diluted 
with ether (50 mL) and washed with water. The combined aqueous layers were extracted 
with ether, and the combined organic layers were dried (MgS04) and concentrated. 
Chromatography over silica gel yielded methyl (R,S)-7-benzyloxycarbonyl-23.4,5- 
tetrahydro-2-butyl-3-oxo-lH-2-ben2azepine-4-acetate. 

10% Pd/C (64 mg, 0.06 mmol) was added carefully to a solution of methyl (R,S)- 
7-benzyloxycarbonyl-2,3A5-tetrahydro-2.butyl-3-oxo-lH-2-ben2a2epine-4-acetote(a 
mmol) in methanol (12 mL). The mixture was purged with hydrogen and stirred briskly 
at RT under hydrogen (balloon pressure). After 15 h. the mixtare was filtered through 
Celite®, and the filtrate was concentrated to afford methyl (R,S)-7-cari)oxy-2,3,4,5. 
tetrahydro-2-butyI-3-oxo-lH-2-benzazepine-4-acetate. 

l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (90 mg, 0.47 
mmol) was added to a solution of methyl pi,S)-7-carboxy-2,3,4,5-tetrahydro-2-methyl-3- 
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oxo-lH-2-benzazepme-4-acetate (0.39 mmol), N-methyl-2-(pyrid-4-yl)ethanamine (64 
mg, 0.47 mmol). 1-hydroxybenzotriazole (63 mg, 0.47 mraol), and diisopropylethylamine 
(0. 14 inL, 0.78 mmol) in dry dimethylfonnamide (2 mL) at RT under argon. The 
reaction was stined for 23 h and concentrated. The residue was partitioned between ethyl 
5 acetate and water. The layers were separated, and the organic phase was washed with 
water. The combined aqueous layers were back-extracted with ethyl acetate, the 
combined organic layers were dried (sodium sulfate) and concentrated to leave a yellow 
oa. The combined aqueous layers were concentrated and sodium chloride was added. 
Hie resulting mixture was exhaustively extracted with chloroform. The combined 

10 organic phase was dried (sodium sulfate) and concentrated to give a yellow oil, which 
was combined with the material from the ethyl acetate phase. Chromatography over 
siUca gel yielded methyl (R,S)-23.4.5-tetrahydro-2-butyl.3-oxo-7-[[[2-(pyrid-4- 
yl)ethyl]methylamino]cai1)onyl]-lH-2-benzazepine-4-acetate. 

Platinum oxide (4 mg) was added to a solution of methyl (R,S)-2,3,4,5-tetrahydro- 

15 2-butyl-3-oxo-7-[[[2-(pyrid-4-yl)ethyl]methylamino]carbonyl]-lH-2-benz^ 

acetate (0.35 mmol) and IN hydrochloric acid (0.35 mL» 0.35 mmol) in methanol (3,5 
mL), and the mixture was stirred briskly under H2 (balloon pressure). After 7 h, the 
reaction was filtered through Celite® and concentrated, and the residue was dissolved in 
methanol (3.5 mL). Platinum oxide (4 mg) was added, and the mixture was stirred 

20 briskly under H2 (baUoon pressure) for 16.5 h. FUtration through CeUte® and 

concentration yielded methyl (R,S)-2,3,4,5-tetrahydro-2-butyl-3-oxo-7-{[[2-(piperidin-4- 
yl)ethyl]methylamino]carbonyl]-lH-2-benzazepine-4-acetate. 

Methyl (R,S)-2,3,4,5-tetrahydro-2-butyl-3-oxo-7-[[[2-(piperidin-4- 
yl)ethyl]methylamino] carbonyl]-lH-2-benzazepine-4-acetate was dissolved in methanol 

25 (12 mL) and cooled to O'^C IN Sodium hydroxide (1.05 mL, L05 mmol) was added 
dropwise, and the solution was allowed to warm to RT. The reaction was stined at RT 
for 24 h and concentrated. The residue was concentrated from 1:1 acetomtrile:water (4 
mL) to remove methanol, the residue dissolved in 1:1 acetonitrile:water (4 mL), and 
cooled in ice. TFA (0.27 mL, 3.5 mmol) was added and the reaction was concentrated. 

30 TTie residue was purified by rcversed-phase flash chromatography. Concentration and 
lyophiKzation gave the title compound. MS(ES) m/e 444 [M+H]+ 

Examnle.sn-1?, 

a) Using the procedure of Example 10 to alkylate the 2-amino group and 
35 debenzylate the benzyl ester, except substituting benzyl bromide or (5- 

iodopentyl)benzene for iodobutane, and using the procedure of Example l(a)-O)), except 
substituting Pd/C for palladium hydroxide, yielded the following compounds: 
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11(a). methyl 2-benzyl-23>4^-tetrahydro-3-oxo-7-[[[2-(p^eridin-4- 
yl)ethyl]raethylamino]carbonyl]-lH-2-benzazepme-4-acetate. MS(ES) ra/e 492 [M+H]+ 
12(a). methyl 23,4,5-tBtrahy(ko-3-oxo-2-(5-phenylpentyl)-7-[[[2-(piperidin-4-yl)- 
elhyl]methylamino]carbonyl]-lH-2-benzazcpine-4-acetote. MS(ES) m/e548 [M+H)+. 

b) Using the procedure of Example 1 (c), except substituting the compounds of 

Example 1 l-12(a) for the compound of Example 1(b), gave the following compounds: 

1 1(b). 2-benzyl-2»3,4,5-tetrahydro-3-oxo-7-[[[2-(piperidin-4-yl)- 

ethyl]methylamino]carbonyl]-lH-2-benza2epine-4-acetate. 

12(b). 23,4^tetrahydro-3-oxo-2-(5-phenylpentyI)-7-[[[2-(piperidin-4-yl)- 

ethyl]methylamino]carbonyl]-lH-2-benzazepine-4-aoetate. 

Example 13 

PreDmtiQnof(R,SV7-rrr4-(aminQiminomethvnDhenvllmethvl -aminQlcari^nnv!l-2.:^.4,^ 
tetrahYdiD-2-isoproT)vl-3-oxo-lH>2-benza2apine-4-acetic add 

Using the procedure of Preparation 8(c)-0). except substituting isopropylamine 
for 2-phenethylamine in the procedure of Preparation 8(c) and substituting 2,4,6-collidine 
for sodium methoxide in methanol in the procedure of Preparation 8(g), gave the title 
compound. MS(ES) m/e 437 [M+H]+. 

E?^ples lA-n 

Using the procedures of Preparation 8(c)-(g), except substituting a) 
isopropylamine, b) isopentylamine, c) 33-dimethylbutylamine or d) cyclohexylamine for 
phenethylamine in the procedure of Preparation 8(c), and optionally substituting 2,4,6- 
coUidine, triethylamine in toluene, or diisopropylethylamine in xylene, for sodium 
methoxide in methanol m the procedure of Preparation 8(g). and subsequently using the 
procedure of Example 2(b)-(d), except optionally substituting benzotriazol-l-yloxy- 
tris(dimethylamino>-phosphonium hexafluorophosphate for l-(3-dimethylamino-propyl)- 
3-ethylcarbodiimide, gave the following compounds: 
14.(R,S)-2,3,4,5-tetrahydro-2-isopropyl-3-oxo-7-[[[2-(4-piperidinyl)ethyl3 
methylamino]carbonyl]-lH-2-benzazepine-4-acetic acid. MS(ES) m/e 430 [M+HJ+. 
■ 15. (R,S)-2,3,4,5-tetrahydro-2-isopentyl-3-oxo-7-[[[2-(4- 

piperidinyl)ethyl]methylamino]carbonylI-lH-2-benzazepine-4-acetic acid. MS(ES) m/e 
458IM+H]+ 


wo 95/18619 


PCT/DS9SW0248 


-41- 

16. (R,S>2-(33-dimethyIbutyl)-2.3,4>tetrahydro-3-oxo-7-[([2-(4- 
piperidmyl)ethyl]me%lamino]carbonyl].lH-2-benza2epke-4-acetic acid. MS(ES) m/e 
472[M+H]+. 

17. (R.S)-2-cycloteyl-2,3,4^-tetrahydn)-3-oxo-7-[[[2-(4- 

5 piperidinyl)ethyl]methylaminolcarbonyll-lH-2-benza2epin^ add. MS(ES) m/e 
.470[M+H]+. 

10 P^oaration of a^.SV2-f2-(4-fluorophenvl>ethvn-2.^ 4^-tetrahvrinvroxn-7.rrr2^ 
piperidinvnethvnmethvlamin61-carhonvl1- m-2>ben7Jt7i*pine-4-acft^ ag^ f 
Using the procedure of Preparation 8(c)-(g), except substituting 4- 
(fluoro)phenethylamine for phenethylamine in the procedure of Preparation 8(c) and 
substituting diisopropylethylamine in xylene for sodium methoxide in methanol in the 

15 procedure of Preparation 8(g), and using the procedure of Example 1 , gave the title 
compound MS(ES) m/e 510 [M+H]+ 

Example 19 

20 Preparation of fR.SV7-rrf4-( aminQiminnm ethvi^phenvll-carhonvnamino1-2.3 AS. 
tetrahvdrQ-3-0X0-2-f2-nhenvlethvl1-lH-2-h enza7^ninP^-ari>.ti aHri 

a) methyl (R.S>-7-amino-2.3,4,5-tetrahydro-3-oxo-2-(2-phenylethyll-lH-2-ben2azepine- 
4-acetate 

25 A mixture of methyl (R,S)-7-carboxy-23.4,5-tetrahydro-3-oxo-2-(2-phenylethyl)- 

lH-2-ben2azepine-4^aceta!e (2.67 mmol). triethylamine (0.42 mL, 5.87 mmol) and 
diphcnyl phosphorylazide (0.62 mL, 2.80 mmol) in toluene (20 mL) was heated at 105**C 
for 0.5 h. After the temperature was lowered to 80T» the mixture was treated with benzyl 
alcohol (0.60 mL. 0.42 mmol), stirred for 14 h and concentrated. The residue was 

30 purified by flash chromatography to give methyl (R,S)-7-(carbobenzyloxy)amino-23.4,5- 
tetrahydro-3-oxo-2-(2-phenylethyl)-lH-2-benzazepine-4-acetate. 

The Cbz compound (0.68 g, 1.38 mmol) was dissolved in methanol(10 mL) and 
palladium on carbon (5%, 50 mg) was added. The mixture was hydrogenated for 1 h, 
filtered through Celite® and concentrated to yield the title compound. 
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b) metbyl (R,SH-[[[4-(N-bCTzyloxycarbonyl)-(aminoimiomethyl)phenyl]carbonyl] 
amino]-23,4^-tetrahydro-3-oxo-2-(2-phenylethyl]-lH-2-ben2azepine-4-acetate 

4-[N-(benzyloxycarbonyl)(aminoiminoraethyl)]benzoic acid (2.0mraol) dissolved 
in DMF (30 mL) was treated with l-(3-dimethylaminopropyl)-3-ethylcarbodiimide 
hydrochloride (2.2 mmol), 1-HOBT (285 mg, 2.1 ramol) and adjusted to pH 7 with 
diisopropylethylamine. The mixture was treated with the compound of Example 19(a) 
(2.4 mmol). stirred at RT for 48 h. concentrated and the residue was purified by flash 
chromatography to yield the title compound. 

c) methyl (R.S>7-[[[4-(ammouniomeihyl)phenyl]carbonyl]-ammo]-2.3 A5-tetrahydn)-3- 
oxo-2-(2-phenylethyl]-lH-2-benzazepine-4-acetate 

A solution of the compound of Example 19(b)(0.15 mmol) and 10% Pd/C (20 mg) 
m methanol (40 mL) and acetic acid (8 drops) was shaken in a hydrogen atmosphere (45 
psi) for 30 rain. The mixture was filtered and the filtrate concentrated in vacuo to yield 
the title compound. 

d) methyl (R»S)-7-[[[4-(aminoiminomethyl)phenyl}caii)onyI]-amino]-2,3,4^-tetrahydro- 
3-oxo-2-(2-phenylethyl]-lH-2-benzazepine-4-acetate 

A solution of the compound of Example 19(c) (65 mg, 0.12 mmol) was stirred in 
lithium hydroxide in aqueous THF at room temperature under argon overnight. The 
mixture was treated with 3N HCl (1 mL) and concentrated in vacuo. The residue was 
purified by HPLC. MSOSS) m/e 485 [M+H]+ 483 {M-H]-. 

Example 

ftfipyation of fR.S)-2>r2-(cvclohexvnethvll.2.^ 4 S- tetrahvdro-<^-oTn-7-rrD..r4. 
PiDeridinvl)eThvl1caifaonvllamino1-1H-2-hftn7^^ finine-4~acftticari^ 

a) methyl (R.S)-23,4,5-tetrahydro-3-oxo-7-[[[2-(4-pyridyl)ethyl]carbonyl]aminol-2- 
(phenylethyl)-lH-2-benzazepine-4-acetate 

Using the procedure of Example 19(b). except substituting 4-ft»yridyl)propionic 
acid for 4-[N-(benzyloxycari)onyl)(ammoimmomethyl)]ben2oic acid, gave the tiUe 
compound. 
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b)(R,S)-2-[2-(cycloh«yl)e%l]-23A5-tetrahydro-3-oxo-7-[[(2-(4- 
piperidinyl)ethyl]carbonyl]araino]-lH-2-benzazepme-4-acetate 

Using the procedure of Example 2(c). except substituting the compound of 
Example 20(a) for the compound of Example 2(b) and subsequently using the procedure 
5 of Example 2(d) except substituting lithium hydroxide in aqueous THF for sodium 
hydroxide in aqueous methanol, gave the title compound. MS(ES) m/e 484 [M+H]+, 482 
[M-H1-. 

Example 21 

10 

Prenaration of m.SV8>r(44'-bipiperidin-1-vncarbonvll-2J >4.S.tetrahvdrfv^Tft^^^ 
PhenvlethvlVlH-2-benzazepin6^4>acetic acid 

a) methyl (R»S)-8-carboxy-2.3,4,5-tBtrahydn>-3-oxo-2-(2-phenylethyl)-lH-l,4- 
15 benzodiazepine-4-acetate 

Using the procedure of Preparation 8(a)-(g), except substituting 4-bn)mo-3- 
methylbenzoic acid for 3-bromo-4-methylbenzoic add, gave the title compound. 

b) CR,S)-8-[(4,4^bipiperidin4-yl)carbonyl]-23,4,5-tetrahydro-3-oxo-4-( 
20 lH-2-benzodiazepine-4-aceticacid 

Using the procedure of Example 5(b)-(d), except substitoting the compound of 
Example 21(a) for the compound of Example 5(a) gave the title compound. Anal 
(C31H39N304-H20) calcd: C, 69.78; H. 7.71; N. 7.84. found: C, 69.38; H, 7.68; N. 
7.37.. 

25 

Example 22 

Preparation of (R.SV2.3.4.5-tetrahvdro-3^xo-2-f2-p henvlethvlV7-rrr2-r4- 
mperidinYl)ethYn-nnethvlamino1caibonvl1-lH-2.hCT7A7 ^ne-4.^^ 

30 

a) ethyl 5-[5-(t-butoxycarbonyl)-2-[[[N-(t-butoxy-carbonyl)-N-(2- 
phenylethyl)]amino]methyl]phenyl]-4-ethoxycaibonyl-4-pentenoate; and 
ethyl 5-[5-(t-butoxycarbonyl)-2-[[[N-(t-butoxycarbonyl)-N-(2- 
phenylethyl))]amino)methyl]phenyll-4-ethoxycarbonyl-3-pentenoate. 
35 Using the procedure of Preparation 8(e), except sub-stituting diethyl 2- 

methyleneglutarate [Tet Lett., 30. 7381 (1989)1 for dimethyl itaconate. gave the title 
compounds. 
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b) ethyl 5-[5-(t-butoxycaibonyl)-2-[[[N-(t-butoxycarbonyl)-N-(2- 
phenylethyl)]ainino]raethyl]phenyl]-4-(ethoxycarbonyl)-pentanoate 

Using the pFOcedure of Preparation 8(f)» except substituting ttie compound of 
5 Example 22(a) for the compound of Preparation 8(e) and substituting Pd/C in 
ethanolrethyl acetate for palladium hydroxide in methanol, gave the title compound. 

c) ethyl (R,S)-7<arboxy-2,3A5-tetrahydio-3-oxo-2-(2-phenylethyl)-lH-2-benzazepine- 
4-propanoate 

10 Using the procedure of Preparation 8(g), except substituting the compound of 

Example 22(b) for the compound of Preparation 8(f) and substioiting hydrogen chloride 
in dioxane for TFA, gave the title compound. 

d) (R,S)-2,3,4,5-ted^ydro-3-oxo-2-(2-phenylethyl)-7-t[[2-(4-piperidmyl)ethyl] 
15 methylamino}carbonyl]-lH-2-benzazepme-4-propionic acid 

Using the procedure of Example 1, except substitutmg the compound of Example 
22(c) for methyl (R,S)-8-carboxy-2,3,4,5-tetrahydro-4-methyl-3-oxo-lH-l,4- 
benzodiazepine-2-acetate, gave the title compound. MS(ES) m/e 506 [M+H]''', 540 [M- 
H]-; Anal. (C30H39N3O4'Ha-3/8H2O) calcd: C. 65.68; H. 7.48; N, 7.66. found: C, 
20 65.67; H. 7.55. 

Example 23-24 

a) Methyl (R,S)-7-[r-(t-butoxycarbonyl)-4,4'-bipiperidin-l-yl]carbonyl]-2,3,4,5- 
tetrahydro-3-oxo-4-(phenylethyl)-lH-l,4-benzodiazepine-2-acetate was chromatographcd 

25 HPLC tR 16 rain and 19.8 min (Chiracd® OD, 21.1 X 250 mm. 10 raUmin, methanol, 
UV detection at 250 nm) to give the following compounds: 
23(a). methyl (+)-7-[l -(t-butoxycarbonyi)-4,4-bipiperidin-l-yl]cart)onyl]-2,3.4,5- 
tetrahydro-3-oxo-4-(phenylediyl)-lH-l,4-benzodiazepine-2-acetate. 
24(a). methyl (-)-7-[r-(t-butoxycarbonyl)-4,4'-bipiperidin-l-yl]carbonyl]-23»4,5- 

30 tetrahydro-3-oxo-4-(phenylediyl)-lH-l,4-benzodiazepine-2-acetate. 

b) Using the procedure of Example 5(c)-(d), except substimting the compounds of 
Example 23-24(a) for the compound of Example 5(b), gave the following compounds: 
23(b). (+)-7-[(4,4'-bipiperidin-l«yl)caibonyl]-23,4^-tetrahydro-3-oxo-4-(phenylethyl)- 

35 lH-l,4-benzodia2epine-2-acetic acid: [a]D +128 (c O.5.CH3OH); [a]D +80 (c=0.5 
water); Anal. (C30H38N4O4.2C2HF3O2.I.5H2O) calcd: C. 52.78, H, 5.60, N. 7.24. 
found: C. 52.70. H. 5.89. N, 7.47. 
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24(b). (-H-[(4,4'-bipiperi(iin-l-yl)carbonyl]-23A5-tBtrahydro^^^ 
lH-l,4-benzodiazepine-2-acetic acid: [a]D -118 (c 0.5,CH3OH); Anal.(C3oH38N404 
•2C2HF3O2) calcd: C, 54.69, H. 5.40, N, 7.50. found: C, 54.49, H, 5.40, N, 7.85. 

5 Example 25 

Preparation of m.S)-7-rrf4.4'-Mpiperidin.1.vnicarivinvn-7J^ 4.^^^ 
3-oxo-lH-1.4-benzodia7enine-2-acftfir arii^ 

10 a) methyl (R,S)-7-carboxy-4-isopn>pyl-2.3,4.5-letrahydro-3-oxo-lH-l,4-benzodia2epm^ 
2-acetate 

Using the procedure of Preparation 7(b)-(0. except substituting isopropylaraine 
for phenelhylamine in Preparation 7(b) and substituting diisopropyletiiylamine in 
rcfluxing xylene for sodium metiioxide in metiianol in Preparation 7(f), gave the title 
15 compound. 

b) meUiyl (R,S)-7-[[(4,4'-bipiperidin-l-yl)]catbonyI]-23,4,5-tetrahydio-4-isopix)pyl-3- 
oxo-lH- 1 ,4-benzodiazepine-2-acetate 

Using tiie procedure of Example 5(b)-(c), except substituting tiie compound of 
. 20 Example 25(a) for the compound of Example 5(a) gave tiie titie compound. 

c) (R,S)-7-[[(4,4'-bipiperidin.^yl)]caIbonyl]-2,3,4,5-tet^ahydro-4-iso^^ 
l,4-benzodiazepine-2-acetic acid 

Using tiie procedure of Preparation 8(j), except substituting tiie compound of 
25 Example 25(b) for tiie compound of Preparation 8(i). gave tiie titie compound. HPLC k' 
4.27 (PRP-1 ; 15% acetonitiile/water/0.1% TFA); iH NMR (400 MHz, CD3OD) 57.12 
(d, J=1.9 Hz, IH), 7.08 (dd, J=8.3, 1.9 Hz, IH), 6.59 (d, J=83 Hz, IH), 5.29 (d, J=17.0 
Hz, IH), 5.17 (dd. J=8,9. 5.2 Hz. IH). 4.72-4.84 (m. IH), 4.10 (d, 1=17.0 Hz, IH), 3.34- 
3.45 (ra, 2H). 2.70-3.15 (m, 5H), 2.63 (dd, J=16.8, 5.2 Hz, IH), 1.92-2.05 (m, 2H). 1.69- 
30 1.88 (m, 2H), 1.35-1.54 (m, 4H). 1.16-1.31 (m, 2H), 1.20 (d, J=6.8 Hz, 3H), 1.03 (d. 
J=6.9 Hz, 3H); MS(ES) m/e 457.2 [M + H]+; Anal.(C25H36N404.1.5 CF3C02H-1.5 
H2O) calcd: C. 51.37; H, 6,24; N. 8.56. found: C, 51.49; H. 6.39; N, 8.46. 

Examples 26-27 

35 . 

Preparation Qf fHV7-r(4.4'-biDineridin-1-v1kariinnvn.9,/^ A. 5-tetnihvdm^m&tiivl-3>oxn- 
lH-1.4-hen7J>dta7iipine.2-acetic arir^; and 
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(SW(44'-bipiperidin-l-vlV:aitonvn-2.3A5-tetrahy dro-4-meth^^ 
benzodiazepine-2-ac&tic acid 

a) The compound of Example 8(j) was separated by chiral HPLC to give the following 
5 compounds: 

26(a). methyl (R)-7-[[l'-(t-butoxycarbonyl)-4,4'-bipiperidin.l-yl]carbonyl]-2.3A5- 
lBtrahydro-4-melhyl-3-oxo-lH-1.4-ben2odiazepine-2-acetate. [a]D +140 (c I.CH3OH); 
HPLC tR 12.9 min (Chitalcel OD, 21.2 x 250 mm, 10 ml/ma, methanol. UV detection 
at325nm) 

10 27(b). methyl (S)-7-[[r-(t-butoxycarbonyl)-4.4'-bipiperidin-l-yl]caAonyl]-2,3,4.5- 

tetrahydro-4-methyI-3-oxo-lH-l,4-benzodiazepine-2-acetate. [a]D -142.5 (c 1,CH30H); 
HPLC tR 15.1 min (Chiralcel OD, 21.2 x 250 mm, 10 mUmin, methanol, UV detection 
at325nm). 

15 b) Using the procedure of Example 8(k), except substituting the compounds of Example 
26(a) and 27(a) for the compound of Example 8(j) gave the foUowing compounds: 
26(b). methyl (R)-7-[(4,4 -bipiperidin-l-yl)carbonyl]-2,3,4,5-tetrahydro4-methyl-3-oxo- 
lH-l,4-benzodiazepine-2-acetate. HPLC tR 14.3 min (Ultraspheie C18, 4.6 x 250 mm, 
1.5 mL/min. gradient, Aacetonitrile B: walEr-0.1% TFA, 5-60% acetonitrile over 20 min, 

20 UV detection at 220 nm) 

27(b). methyl (S)-7-[(4,4'-bipiperidin-l-yl)caibonyl]-2,3,4,5-teuahydro-4-methyl-3-oxo- 
lH-l,4-benzodiazepine-2-acelale. HPLC tR 14.61 min (Ultraspheie C18. 4.6 x 250 mm. 
1.5 mL/min, gradient, A:acetomtrile B: water-0. 1% TFA, 5-60% acetonitrile over 20 min, 
UV detection at 220 nm). 

25 

c) Using the procedure of Preparation 8(j), except substituting the compounds of Example 
260)) and 27(b) for the compound of Preparation 8(i) gave the following compounds: 
26(c). (R)-7-[(4,4Vbipiperidin-l-yl)carbonyl]-23.4,5-letrahydro4-methyl-3-oxo-lH-l,4- 
benzodia2epine-2-acetate: {a]D +92.4 (c 0.5,CH3OH); MS(ES) m/e 429 |>1+H]+; 427 
30 [M-H]-; HPLC tR 12.7 rain (Ultrasphere C18, 4.6 x 250 mm, 1.5 mUmin, gradient, 
Aacetonitrile B: water-0.1% TFA 5-60% acetonitrile over 20 min, UV detection at 220 
nm); Anal,(C23H32N4044.5 CF3CO2H.3.33 H2O) calcd: C. 37.44; H, 4.16; N, 5.29. 
found: C, 37.43; H, 3.81; N, 5.20. 

27(c). (S)-7-[(4.4*-bipip©ridin-l-yl)carbonyl]-2,3,4,5-tetrahydro-4-methyl-3-oxo-lfr 
35 ben20diazepine-2-acetote : [a]D -105.9 (c 0.6,CH3OH); MSCES) m/e 429 [M+H]+; 427 
[M-H]-; HPLC tR 12.6 min (Ulttasphere C18. 4.6 x 250 mm, 1.5 mUrain, gradient, 
Aacetonitiile B: water-0.1% TFA, 5-60% acetonitrile over 20 min, UV detection at 220 
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nm); Anal.(C23H32N404-3 CP^COiU-US H2O) calcd: C, 43.92; H. 4.77; N, 7.06. 
found: C, 44.09; H. 5.00; N, 7.29. 

5 

Preparation of fSV7-r(44'-bipiperidin4-vl>carbonvl1-2.3.4^-tet^^ 
1H.1 .4-hen70diaz&pine-2>acetic add 

a) 4-flu6ro-3-methylbenzoic acid 

10 A solution of 4-fluoro-3-methylphenylmagnesium bromide in THF (1 .0 M, 250 

mL, 250 mmol) was added in a stream over 5 min to a mixture of Dry Ice (10 g) in dry 
THF (250 mL), and the reaction was allowed to warm to RT and concentrated. Hie 
residue was partitioned between water (500 mL) and ether (250 mL), and the layers were 
separated. The aqueous layer was washed with ether (2 x 250 mL) and acidified to pH 1 

15 with concentrated hydrochloric acid. Tlie resulting mixmre was cooled in an ice bath and 
filtered. The solid was washed with water and dried to afford the title compound (25.92 
g, 67%) as an off-white solid: NMR (400 MHz, CDClj) 8 7.90-8.02 (m, 2H), 7.09 (t, 
J=8.9 Hz. IH), 2,34 (d, J =1.7 Hz. 3H); IR (chloroform) 3400-2300 (broad), 1694 cm-l; 
MS(ES) m/e 155 [M+H]+; m/e 153 [M-H]-. 

20 

b) t-butyl 4-fluoro-3-methylbenzoate 

Isobutylene was bubbled into a suspension of the compound of Example 28(a) 
(3.08 g, 20 mmol) in anhydrous ether (15 mL) in a pressure bottle at -78**C to give a 
reaction volume of 50 mL. Trifluoromethanesulfonic add (0.09 mL, 1 mmol) was added 

25 dropwise, and the vessel was tightly sealed and wanned to RT. After 4 h, the reaction 
was cooled and the vessel was opened. Aqueous 5% sodium bicarbonate was added, and 
the mixture was stirred in a warm water bath to remove the excess isobutylene. Ether 
was added and the layers were separated. The ether layer was washed with 5% sodium 
bicarbonate and with brine, and dried (MgS04). Concentration gave the title compound 

3 0 (3.83 g, 91%) as a yellow oil which was used without further purification: TLC (toluene) 
Rf 0.73; IH NMR (250 MHz. CDCb) 6 7.77-7.89 (m, 2H). 7.01 (t, J=8.9 Hz, IH), 2.30 
(d, J=1.8 Hz, 3H), 1.59 (s, 9H); IR (CCI4) 1715, 1369, 1296, 1258, 1167. 1124, 1117. 
1 105 cm-1; MS(ES) m/e 443 [2M+Na]+, 421 [2M+H]+, 211 [M+H]+, 155 [M+H-C4H81+ 


35 c) t-butyl 4-fluoro-3-(methylaminomethyl)benzoate 

A mixmre of the compound of Example 28(b) (3.83 g. 1 8.22 mmol). N- 
bromosuccinunide (3.57 g, 20.24 mmol), benzoyl peroxide (0.22 g, 0.91 mmol), and 
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carbon tetrachloride (90 mL) was heated at reflux. After 16 h, the reaction was cooled in 
an ice bath, filtered, and the filtrate was concentrated. The residue was passed through a 
short pad of silica gel which was then washed with 20% ethyl acetate:hexane, and the 
filtrate was concentrated The residue was dissolved in THF (90 mL), and 40% aqueous 
5 methylamine (7.9 mL, 91.1 ramol) was added rapidly. The reaction was stiired overnight 
and concentrated. The residue was diluted with ether and washed sequentially with 1.0 N 
sodium hydroxide, water, and biine. The organic phase was dried (MgS04X 
concentrated, and the residue was chromatographed (silica gel, 10% methanol in 1:1 ethyl 
acetatexhloroform) to give the title compound (2.58 g, 59%) as a yellow oil: TLC Rf 0.49 
10 (silica gel, 10% methanol in 1:1 ethyl acetate/chloroform); iH NMR (250 MHz, CDCis) 
5 7.97 (dd, J=7.3, 2.3 Hz, IH), 7.90 (ddd, J=8.4. 5.2, 2.3 Hz, IH), 7.07 (app t, IH). 3.83 
(s, 2H). 2.46 (s, 3H), 1.59 (s, 9H); IR (CCU) 1714, 1368, 1297, 1248, 1164, 1106 cm-1; 
MS(ES) m/e 240 [M+H]+ 184 [M+H-C4H81+. 

15 d) t-butyl (S)-4-fluoro-3-[[[4-methoxy-l,4-dioxo-2- 

[[ben2yloxycarbonyl]amino]butyl]mcthylamino]methyl]ben2oate 

Dicyclohexylcarbodiimide (453.9 mg, 2.2 mmol) was added to a solution of the 
compound of Example 28(c) (478.6 mg, 2 mmol), N-Cbz-L-aspartic add P-methyl ester 
[J. Am. Chem. So<u, 79, 5697 (1957); 7. Am. Chem. Soc, 85, 2483 (1963)] 

20 (618.8 mg, 2.2 mmol), and 1-hydroxybenzotriazole hydrate (297.3 mg, 2.2 mmol) in 
anhydrous dimethylformamide (5 mL) at RT. After 24 h, the mixture was diluted with 
ether (25 mL) and filtered. The filtrate was concentrated, and the residue was diluted 
with ether (50 mL) and washed with water (2 x 10 mL) and brine (10 mL). Drying 
(MgS04), concentration, and chromatography (silica gel, 2:1 hexane:ethyl acetate) gave 

25 the title compound (0.87 g, 87%) as a colorless oil: TLC Rf 0.44 (siUca gel, 2:1 

hexane:ethyl acetate); ^H NMR (250 MHz, CDCI3) mixture of amide rotamers; 5 7.75- 
8.00 (m. 2H). 7.15-7.45 (m, 5H), 7.00-7.15 (m, IH), 5.72-5.92 (m, IH), 4.91-5.25 (m. 
3H), 4.45-4.63 (m. 2H). 3.66 (s, 3H). 3.13 and 2.89 (2 x s, 3H). 2.58-2.94 (m. 2H), 1.56 
(s, 9H); IR (CCI4) 3415, 3260, 1736, 1716, 1652, 1497, 1368, 1296, 1252, 1207, 1 163, 

30 1117, 1109 cm-1; MS(ES) m/e 1027 [2M+Na]+, 1005 [2M + H]+. 503 [M+H]+, 447 
[M+H-C4Hgl+. 

e) t-butyl (S)-4-fluoro-3-[[[4-methoxy- 1 ,4-dioxo-2- 
aminobutyl]methylamino]metfayl]benzoate 
35 Amixmre of the compound of Example 28(d) (0.87 g, 1.73 mmol), 10% Pd/C 

(184 mg, 0.17 mmol), and methanol (17 mL) was shaken at RT under hydrogen (50 psi). 
After 1.5 h, the reaction was filtered through Celite® and concwitrated. Chromatography 
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(siUca gel, 10% methanol in 1:1 ethyl acetatexhlorofonn) gave the title compound (579.8 
mg, 91%) as a colorless oO: TLC Rf 0.50 (siUca gel, 10% methanol in 1:1 ethyl 
acetate:chlorofonii); NMR (250 MHz, CDCla) mixtnie of amide rotaraers; 5 7.80-8.05 
(m. 2H), 7.02-7.18 (m, IH), 4.55-4.88 (m, 2H). 4.15-4.28 (m. IH), 3.71 and 3.70 (2 x s, 
3H), 3.11 and 2.95 (2 x s, 3H). 2.76 (dd, J=16.3, 5.4 Hz, IH), 2.48-2.67 (m, IH). 1.74 and 
1.57 (2 X s, 9H); IR (CCU) 3380. 1735, 1717. 1653. 1370. 1298. 1253, 1164. 1112 cm-1; 
MS(ES) m/e 369 [M+H]+ 313 IM+H-C4H81+ . 

f) methyl (S)-(-)-23,4,5-tetrahydro-7-(t-butoxycarbonyl)-4-methyl-3-oxo-lH-l,4- 
benzodiazepme-2-acetate 

A solution of the compound of Example 28(f) (416.1 mg, 1.13 mmol) and 2.6-di- 
t-butylpyridine (0.51 mL. 2.26 mmol) in anhydrous dimethyl sulfoxide (5.7 mL) was 
heated under argon in an oil bath at 120-125^C. After 17.5 h, the reaction was cooled in 
ice-water and diluted with water. The mixture was extracted with ethyl acetate, and the 
combined ethyl acetate layers were washed with water and brine. Drying (MgS04). 
concentration, and chromatography (siUca gel. 3:2 ethyl acetate:hexane) gave the title 
compound (221.8 mg, 56%) as anearly coloriess solid: TLC Rf 0:41 (3:2 ethyl 
acetate/hexane); [a]D -202.7° (c 1.0,CH3OH); iR NMR (400 MHz, CDQg) S 7.68 (dd, 
J=8.5. 1.8 Hz. IH). 7.59 (d. 1=1.8 Hz, IH), 6.50 (d, J=8.5 Hz, IH), 5.44 (d, J=16.4 Hz, 
IH), 5.08-5.16 (m, IH), 4.54 (br d, J=4.5 Hz, IH), 3.76 (d, J=16.4 Hz, IH), 3.75 (s, 3H), 
3.08 (s,3H). 3.00 (dd, J=16.0. 6.9 Hz, IH), 2.67 (dd. J=16.0, 6.3 Hz. IH). 1.57 (s, 9H); IR 
(chloroform) 3560-3240 (br). 1731. 1695. 1663. 1610, 1369. 1302. 1252, 1171, 1146. 
1 134 cm-1; mS(ES) m/e 719 [2M+Na)+. 697 [2M+H]+ 349 IM+H]+ 

g) methyl (S)-W-7-carboxy-23,4,5-tetrahydro-4.methyl.3-oxo-lH-1.4-benzodiaze^^^ 
acetate 

A solution of Oie compound of Example 28(f) (176.4 mg, 0.506 mmol) in 
anhydrous dichloromethane (2.5 mL) was cooled to O^'C and deoxygenated through three 
evacuation/argon flush cycles. TFA (2.5 mL) was added dropwise over 3 rain, and the 
resulting solution was stirred for 2 h, during which time the temperature rose to +15°C. 
Tlie reaction was concentrated (20°q and the residue was leconcenlrated from toluene 
(35°C) to remove any residual IPA and give Uie title compound. 

h) methyl (S)-(-)-7-[Hr<t-butoxycarbonylK4-bipiperidinyl]carbonyl]-2,3,4,5- 
tetrahydro-4.meti»yl-3-oxo-lH-l ,4-benzodiazepine-2-acetate 

The compound of Example 28(g), 1-hydroxybenzotriazole hydrate (82 mg, 0.607 
mmol), and 4-(t-butoxycaibonyl)-4.4'.bqMperidine (163 mg. 0.607 mmol) were dissolved 
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in anhydrous dimethylfonnaraide (2.5 mL), and the solution was cooled to O^C under 
argon. Diisopropylethylamine (0.18 mL, 1.01 mmol) was added, followed by l-(3- 
dimethylaminopropyl>3-ethylcarbodiimide hydrochloride (116 mg, 0.607 mmol)» and the 
reaction was warmed to RT. After 21 h, the reaction was concentrated and the residue 
5 was partitioned between water and chloroform. The layers were separated and the 
aqueous layer was extracted with chloroform. Drying (MgS04), concentration, and 
chromatography (silica gel 10% methanol in 1:1 ethyl acetatexhloroform) gave the title 
compound (215.4 mg, 78%) as a yellow foam: TLC Rf 0.50 (10% methanol in 1:1 ethyl 
acetateichloroform); [a]D -140.2^ (c 1.0,CH3OH); NMR (400 MHz. CDCI3) S 7.08- 
10 7.15 (m, 2H), 6.52 (d. J=8.3 Hz, IH). 5.44 (dd, J= 16.4 Hz, IH), 5.06 (t, J=6.6 Hz, IH). 
3.90-4.80 (br ra, 4H), 3.75 (s, 3H), 3.73 (d, J=16.4 Hz, IH), 3.08 (s, 3H), 2.99 (dd, 
J=15.8, 6.6 Hz, IH). 2.56-2.93 (m, 5H), 1.60-1.83 (m. 4H), 1.46 (s, 9H). 1.08-1.42 (m, 
6H); IR (CCI4) 3290, 1735. 1689. 1669. 1610, 1436, 1426, 1365, 1286, 1173 cm-1; 
MS(ES) m/e 1085 (2M+H)+ 565 [M+Nal+. 543 IM+H]+. 502, 487 [M+H-C4H81+. 

15 

0(S)-(->-7-[l-[r-(t-butoxycarbonyl>4,4-bipiperidinyl]-caibonyl]-23»44-tetrahyd^ 
methyl-3-oxo-lH-l,4-benzodiazepine-2-aceticacid 

Using the procedure of Example 27(b)-(c), the compound of Example 28(h) was 
converted to the title compound. 

20 

Example 29 

Preparation of (SV7-r(4.4*-biDiDeridin-l-vncarfaonvll-2.3.4.5-tetrahvdro-4-methvl-3-oxo- 
lH-1.4-benzodiazepine-2-acetic acid 

25 

a) 4-fluoro-3-cyanobenzoic acid 

To a mixture of 2-fluoro-5-methylbenzonitrile (13.5 g, 0.1 mol), 
tetrabutylammonimn bromide (1.61 g. 5 mmol). and ruthenium(III)chlotide trihydrate 
(0.261 g, 1 mmol) in dichloromethane (150 mL) was added a solution of sodium 

30 hypochlorite (645 mL, 0.45 mol) which had been neutralized to pH 9 with 20% sulfuric 
add. The reaction mixture was stirred and maintained at pH 9 by adding 20% sodium 
hydroxide solution at RT. After 3 h, the aqueous phase was separated and neutralized to 
pH 2 with 20% sulfuric acid and the solid which formed was filtered to give the title 
compound (3.4 g, 20%). mp 177-8«C. ^H NMR (CDCI3) 5 7.35 (t. J=8.70 Hz, IH), 8.38 

35 (m, IH), 8.42 (m. IH). 
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b) t-bulyl 4-fluoro-3-cyanoben2oate 

To a stirred solution of the compound of Example 29(a)(100 rag, 0.6 mmol) in 
toluene (20 mL) at SOX was added a solution of N,N-diraethylfonnaraide di-t-butyl 
acetal (I mL. 4 mmol) in toluwie (2 mL) over 10 min. Hie reaction mixture was heated 
5 for 1 h, cooled, washed with saturated sodium bicarbonate, dried (MgS04), and 
concentrated to give the title compound (70 mg, 52%). MS(ES) m/e 222 [M+H]+. iH 
NMR (CDCI3) 6 1.60 (9H, s), 7.29 (t. J=8.62Hz, IH) 8,25 (ra, IH), 8.28 (m, IH). 

c) N-[[2-cyano-4-t-butoxycarbonyl]phenyl]-L-aspartic acid P-methyl ester 

10 A mixture of the compound of Example 29(b) (6 g, 27 mmol), L-aspartic acid P- 

methyl ester hydrochloride (6.1 g, 33 mmol). and sodium bicarbonate (8.37 g, 100 mmol) 
in water (20 mL) and dimethyl sulfoxide (80 mL) was heated at 12°C for 24 h. The 
reaction mixture was diluted with ice cold dilute hydrochloric add and extracted with 
ethyl acetate. The combined organic phase was extracted with cold saturated aqueous 

15 sodium bicari)onate. The basic extracts were combined, acidified to pH 2 with cold dilute 
hydrochloric acid, and extracted with ethyl acetate. The combined organic extract was 
dried (MgS04), and concentrated to give the title compound (7.1 g, 75%), MS(ES) ra/e 
349 [M+H]+; NMR (CDCI3) 5 1,57 (s, 9H), 3.01 (m. 2H), 3.75 (s. IH), 4.64 (m, IH), 
5.77 (d, J=8.49 Hz, IH), 6.71 (d. J=8.93 Hz, IH), 8.02 (dd, J=8.93, 1.85 Hz, IH), 8.08 (d, 

20 J=1.89Hz,lH). 

d) N-[[2-formyl-4-t-butoxycarbonyI]phenyl]-L-asparlic acid P-methyl ester 

The compound of Example 29(c) (7.0 g, 20 mmol) was dissolved in acetic acid 
(65 mL) and placed in a hydrogenation bottte. After cooling, wet Raney® nickel (14 g), 

25 water (65 mL) and pyridine (65 mL) were added. The resulting mixture was purged of 
oxygen with argon for 0.5 h, and shaken in a hydrogen aunosphere (50 psi) at 60°C for 5 
h. The mixdire was degassed, fUteied and the filtrate was azeotroped with toluene at 50°C 
under high vacuum. The residual oil was taken up in ethyl acetate (300 mL) and washed 
with cold dilute hydrochoric acid, dried (MgS04), and concentrated to give the title 

30 compound as light orange amorphous solid (5.9 g. 84%). MS(ES) m/e 352 [M+H]+; IH 
NMR (CDCis) 5 1.59 (s, 9H), 3.00 (ra, 2H), 3.74 (s, IH). 4.77 (ra, IH), 6.73 (d, J=8.88 
Hz. IH), 8.03 (d, J=8.85 Hz, IH), 8.20 (d, J=2.12 Hz. IH), 9.20 (d, J=8.31 Hz, IH), 9.88 
(s. IH). 
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e) N-t[2-(N-methyI)amiiiomethyl.4~t-butoxycaibonyl]phenyl]-L-aspartic acid P-meihyl 
ester 

A solution of the compound of Example 29(d) (5.9 g, 16.7 mraol) in ethyl acetate 
(100 raL) in a hydrogenation bottle was purged of oxygen with argon for 0.5 h. Platinum 
oxide (0.6 g), anhydrous MgS04 (5,9 g, 49 mmol), and a solution of methylamine (3,2M 
in methanol, 150 mL, 480 mmol) were added. The resulting mixture was shaken in a 
hydrogen atmosphere (50 psi) for 5 h and let stand for 18 h at RT. After addition of 
acetic acid (75 mL) with cooling, the mixture was again shaken in a hydrogen atmosphere 
(50 psi) for 2 h, and filtered. The filtrate was concentrated and azeotroped with toluene 
and the residue was desalted through an XAD-2 (350 g) column eluted with water (1.5 L) 
followed by a 50% acetonitrile:water. Two fractions (300 mL) were collected, 
concentrated and the residue was frceze-dried to give an off-white powder. The powder 
was dissolved in dichloromethane (200 mL), concentrated and the residue was azeotroped 
with toluene, and dried to give the title dompound (5.2 g, 85%). MS(ES) m/e 367 
[M+H]+ 

f) methyl (S)-7-(t-butoxycaibonyl)-2.3A5-tetrahydro-3-oxo-4-methyl-lH-1.4- 
benzodiazepine-2-acetate 

To a solution of the compound of Example 29(e) (5.2 g, 14.2 mmol) and 
triethylaraine (2.0 mL, 14.4 mraol) in dichloromethane (250 mL) at RT under an argon 
atmosphere was added ben2oUriazol-l-yloxy-tris(dimethylamino)phosphomum 
hexafluorophosphate (6.5 gi 14.7 mmol). Hie reaction mixture was stirred overnight at 
RT. and washed with an ice-cold solution of dilute hydrochoric acid, water, 5% sodium 
bicarbonate, saturated brine, and tiien dried (MgS04). The solution was filtered, 
concentrated and the residue was chromatographed (silica gel, 40% ethyl acetaterhexane) 
to give the title compound (1.1 g, 22%). MS(ES) m/e 349.2 [M+H]+; iR NMR (CDQa) 8 
1.57 (s. 9H), 2.67 (dd. J=15.93, 6.30 Hz, 2H), 3.00 (dd. J=15.93, 6.77 Hz, 2H), 3.08 (s. 
3H),3.75(s, IH), 3.76 (d, 1=16,44 Hz, 1H)4.51 (d, J=4.61, 1H).5.11 (m. lH)5.45(d, J= 
16.44 Hz, IH), 6.50 (d, J=8.44 Hz, IH), 7.55 (d, J=1.88 Hz. IH), 8.20 (dd, J=8.48. 1.88 
Hz, IH); [a]D -225.1° (c 1,CH30H). 

g) mefliyl (S)-7-caiboxy-2,3,4,5-tetrahydro-3-oxo-4-metiiyl-lH-l,4-benzodia2q)ine-2- 
acetate 

To a solution of the compound of Example 29(f) (160 mg, 0.46 mmol) in 
dichloromethane (5 mL) was added 4M hydrogen chloriderdioxane (5 mL, 20 mmol) at 
RT under argon. The reaction.mixtnre was stirred for 18 h. The suspension was 
concentrated to give die title compound as an off-white solid. 
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h) methyl (S)-7-[(4-t-butoxycarbonyl-4'-bipipericlinVl-ylcarbonyl]-23A5-tetrahydro 
methyl-3-oxo- 1 H- 1 »4-benzocliazepme-2-acetate 

The compound of Example 29(g), 1-hydroxybenzotriazoIe (75 mg, 0.55 mmol), 
5 and 4-t-butoxycaibonyl-4'-bipiperidine were dissolved in anhydrous dimethylformaraide 
(2.5 mL). Diisopropylethylamine (0.16 roL, 0.92 mmol) was added, followed by 1- 
(dimethylaminopTopyl)-3-ethy]caifoodiimide hydiocbloiide (105 mg, 0.55 mmol), and the 
reaction mixture was stirred overnight at RT under argon. The reaction mixture was 
partitioned between ice water (50 mL) and ethyl acetate (30 mL). Hie layers were 

10 separated and the aqueous phase was extracted widi ethyl acetate (2x30 mL). The 
combined organic extract was dried (MgS04), concentrated and the residue was 
chromatographed (silica gel, 2% methanol:dichloromethane) to give the title compound 
(162 mg, 59%). MS(ES) m/e 599.0 IM+H]+; Ifl NMR (CDQs) 8 1.45 (s, 9H), 1.20 (ra, 
6H), 1.70 (m, 4H), 2.66 (dd, J=16.08, 6.04 Hz, 2H), 2.81 (br s, 4H), 2.98 (dd, J=16.08, 

15 7.31 Hz, 2H), 3.06 (s, 3H), 3.71 (d, J=16.44 Hz, IH), 3.73 (s. IH), 3.76 (d, J=16.44 Hz, 
IH) 4.13 0)r s. 4H), 5.07 (m, IH) 5.45 (d, J= 16.44 Hz. IH). 6.52 (d. J=8.51 Hz. IH). 
7,09 (m. 2H); [alD -139.3'* (c I.CH3OH). 


i)(S)-7-[l-[r-(t-butoxycaibonyl)-4,4'-bipipeiidinyl]carbonyl]-23,4,5-teuahydro-4- 
20 methyl-3-oxo-lH-l,4-benzodiazepine-2-acetic add 

Using the procedure of Example 270>-c), the compound of Example 29(h) was 
converted to the title compound. 


25 


^x^plg30 

Preparation of (SV74r4.4^bimperidin.l.vl1caifaQnvn-2.3A5.tetrahvdro-4- methv1-^^^ 

iH-1.4-benzodiazepine-2-acetic acid 

a)(S)-7-[[l-(t-butoxycaibonyl)-4,4-bipipeiidin-l-yl]carbonyl]-2,3,4^-te(rahydro-4- 

3 0 melhyl-3-oxo-lH-l ,4-benzodiazepine-2-acetic acid 

The compound of Example 27(a) (2.85 g, 5.3 mmol) was taken up in 1:1 
methanol:THF (30 mL), purged with argon, cooled and treated with IN sodium 
hydroxide (6.3 mL, 6.3 mmol). The resulting solution was stirred at RT for 16 h under 
argon. The solution was concentrated, diluted with water (10 mL), and adjusted to pH 5 

3 5 with IM acetic acid (litmus paper). The solution was filtered and the solid was dried in 
vacuo to give title compound (2.46 g, 87%). 
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b)(S)-7-[[4,4'-Wpiperidin]-l-ylcart)onyl]-23A5-teirahydro-^^ 
benzodiazepine-2-acetic acid 

The compound of Example 30(a) (1 .46 g, 2.77 mraol) was treated with 4M 
hydrogen chloride in dioxane (30 mL) for 1 h under argon. The solution was 
5 concentrated and the residue was taken up in water and adjusted to pH 9 (litmus paper) 
with concentrated ammonium hydroxide and the resulting solution was loaded onto an 
XAD-2 column (3 x 7.5 cm). The column was eluied with water followed by 50% 
acetonitrilerwaier. Fractions containing the product were combined and lyophilized to 
give the title compound (910 rag. 77%) which was recrysiallized from aqueous acetone. 
10 mp (shrinking 193) 218-220*'C; iH NMR (400 MHz, DMS0d6) 5 1.0-3.9 (m, 26H). 6.5- 
8.5 (m. 5H); MS (ES) ra/e 429.2 [M+H]+; HPLC k' 5.37 (VyDac C18, 4.5 x 250 mm, 
gradient, Aracetonitrile B:water-0.1% TFA, 5%-60% acetonitrile in 20 min, UV detection 
at 220 nm); [a]D -180.3'' (c 1, MeOH); AnaL (C23H32N404-2.33 H2O) calcd: C, 58.71; 
H, 7.81; N, 1 1.91. found: C. 58.67; H, 7.79; N, 11.80. 

15 

Example 31 

Preparation Of ai.SV7-rf4.4^bipiDeridin-l-v1k;arhonv11-2.^.4 S -tetrahvdro^^^ 
oxo-lH>L4-hftn7i>dta2epiiie.2-acetic add 
20 . Using the procedure of Example 30, except substimting the compound of 
Example 8(j) for the compound of Example 27(a). gave the title compound as a 
ciystalline soKd. mp (shrinking 193'»C) 219-220°C; MS(ES) m/e 429 [M+HI+; HPLC k' 
6.5 (Ultrasphere ODS, 4.5x250 mm, gradient, A:acetonitrile B:water-0.1% trifluroracetic 
acid, 5-60% acetoniuile durings 20 min, UV detection at 220 nm), 

25 

Example 32 

Preparation of Sodium (R,S)-7-rf4,4^biDiDeridin-l-vncarhonvn.2,r4 S-tP.f^ 
methvl-3-OXO-lH-1.4-henzodia7P.piiift.2-arAtafP 
30 The compound of Example 31 (10 mg, 0.023 mmol) was taken up in water (1 mL) 

and IM sodium hydroxide (0.024 mL. 0.024 mmol) was added. The resulting solution 
was lyophilized and the powder was crystallized from aqueous acetone to give the title 
compound as a aystalline solid (2 mg). mp 220-223°C [shrinking 204°C1, 


Pxample 33-34 

a) The compound of Example 1(a) was separated by chiral HPLC to give the 
following compounds: 
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33(a). methyl (R)-8-[[[2-[N-(benzyloxycaibonyl)-4-piperidinyl]ethyl]methylamm 
carbonyl]-2,3,4,5-tetrahydro-4-methyl-3-oxo-lH-l,4-benzodia2epine-2-acetate: 
. HPLC tR 30.4 min (Chiralpak AS. 4.6 x 250 mm. 8 mUrain. 1:1 hexane:ethanoI-0.5% 
diethylamine. UV detection at 325 nm); HPLC IR 25.8 min (Ultraspherc C18. 4.6 x 250 
5 mm, gradient. A: acetonitrile B: water-0. 1 % TFA. 5-60% acetonitrile over 20 min, UV 
detection at 220 nm) 

34(a) methyl (S)-8-[[[2-[N-(benzyloxycaii)onyl)-4-piperidinyl]ethyl]memylamino] 
carbonyl]-2.3,4,5-tetrahydro-4-methyl-3-oxo- IH- 1 ,4-benzodiazepine-2-acetate: 
HPLC tR 22.1 min (Chiralpak AS, 21.2 x 250 mm. 8 mL/min, 1:1 hexane:ethanol-0.5% 
10 diethylamine, UV detection at 254 nm); HPLC tR 25.9 min (Ultraspherc C18, 4.6 x 250 
mm, gradient, A: acetonitrile B: wat^-^.l % TFA, 5-60% acetonitrile over 20 min, UV 
detection at 325 nm). 

b) ITie compounds of Examples 33(a) and 34(a) (1 00 mg) were sq)arately dissolved 
15 in methanol (15 mL) containing acetic add (20 drops) were treated with 10% Pd/C (50 

mg) and shaken in a hydrogen atmosphere for 5 h. The mixturc was filtered through 
(IleUte® and concentrated to give the following compounds: 
33(b). methyl (R)-2.3,4.5-tetiahydroK4-methyl-3-oxo-8-[[[2-(4- 
piperidinyl)ethyl]methylamino]cail)onyl]-lH-l,4-benzodiazepine-2-acetate. HPLC tR 

20 15.6 min (Ultraspherc CIS, 4.6 x 250 mm, gradient. A: acetonitrile B: water-0.1% TFA. 
5-60% acetonitrile over 20 min, UV detection at 220 nm) 
340)). methyl (S)-23.4.5-tetrahydro-4-methyl-3-oxo-84[[2-(4- 
piperidinyl)ethyl]methylamino]carbonyl]-lH-l,4-benzodiazepine-2-acetate. HPLC tR 
15.5 min (Ultrasphere C18, 4.6 x 250 mm, gradient. A: acetonitrile B: water-0.1% TFA, 

25 5-60% acetonitrile over 20 min, UV detection at 220 nm). 

c) Using the procedure of Example 1 (c), except sub-stituting the compound of 
Examples 33(b) and 34(b) for the compound of Example 1(b) yielded the following 
compounds: 

30 33(c). (R)-2,3,4,5-tetrahydro-4-methyl-3-oxo-8-[[[2-(4-piperidinyl)ethyl] 

methylamino]carbonyl}-lH-l,4-benzodiazepine-2-acetic acid: iR NMR (DMS0-d6) 8 
6.4-8.6 (m, 5H). 5.0-5.6 (m, 2H), 1.0-3.9 (m. 22H); [a]D +82.3 (c 0.3, CH3OH); MS(ES) . 
m/e 403 [M+H]+ [M-H]- 401; HPLC k' 5.0 HPLC tR 15.6 min (Ultrasphere C18. 4.6 x 
250 mm, gradient. A: acetonitrile B: water-0.1% TFA, 5-60% acetonitrile over 20 min, 

35 UV detection at 220 nm); Anal,(C2lH30N4O4-2.25 C2HF302'2.75 H2O) calcd: C, 
50.44; H, 5.78; N, 9.94. found: C, 50.42; H, 5.89; N, 10.17 
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34(c). (S)-23A5-tetrahydro-4-memyl-3-oxo-84[[2-(4-piperidm^^ 
carbonyl]-lH-l,4-benzodiazepme-2-acetic acid: NMR (DMS0-d6) 5 6.4-8.6 (m, 5H). 
5.0-5.6 (m, 2H), 1.0-3.9 (m, 22H); [a]D -1 10 (c 0.45, CH3OH); MS(ES) ra/e 403 
[M+H]+ [M-H]- 401; HPLC k' 5.0 HPLC 15.6 min (Ultraspherc C18, 4.6 x 250 mm, 
5 gradient. A: acetonitiile B : water-0. 1 % TFA, 5-60% acetonitrile over 20 min, UV 

detection at 220 nm); Anal.(C2lH3oN404 l.5 C2HF3O2 I.25 H2O) calcd: C. 43.22; H, 
5.37; N, 7,91. found: C. 43. 10; H, 5.17; N. 8.1 1. 

faamplP35 

10 

Preparation offSV2.3A5-tetrahvdro- 4-m6thvl-^.nxfv8-rrf2-r4-piperidinvn 
ethvl1methvlamino1carbonvn-lH-l .4-benzodia7ftpin e-2-acetic acid 

a) t-butyl (S)-4-[N-(t-butoxycarbonylHmethylamino)-methyl]-3-[2-(1.4-dm 

15 dioxo-2-butyl)amino]benzoate 

A solution of t-butyl 3-ammo-4-[N-(t-butoxycarbonyl)-N-(methyl)- 
aminomethyljbenzoate (10.4 g, 0.03 mol) in dichloromethane (75 mL) was treated with a 
solution of dimethyl (R)-2-(trifluoromethylsulfonyloxy)-succinate [lieW^j Ann. Chem., 
314-333 (1986)1 (8.8 g. 0.03 mol) and 2.6-di-t-butylpyridine (6 g, 0.03 mol) in 

20 dichloromethane (10 mL) and the mixture was stirred for 4 d. The mixture was washed 
with dilute hydrochoric acid, and the organic phase was washed with aqueous sodium 
carbonate, dried (MgS04) and concentrated. The residue was chromalographed (silica 
gel, 10% ethyl acetate:hexane) and concentrated to give the tide compound (73%). 

25 b) t-butyl (S)-4-(methylamino)methyl-3-[2-(l,4-dimethoxy-l,4-dioxo-2- 
butyl)amino]benzoate 

A solution of the compound of Example 35(a) (13 g, 0.027 mol) in 
dichloromethane (25 mL) was treated with 4M hydrogen ddoride in dioxane (60 mL), 
stirred for 45 min, and washed with 5% sodium carbonate. The organic phase was dried 

3 0 (MgS04) and concentrated to give the title compound (6.5 g). 

c) methyl (S)-8-(t-butoxycarbonyl)-23.4,5-tetrahydro-4-methyl-3-oxo-lH-l,4- 
baizodiazepine-2-acetate 

A solution of the compound of Example 35(b) (6.5 g, 0.015 mol) in xylene (100 
35 mL) was heated to 130^C for 14.5 h, cooled, and concenttated. The residue was stirred 
with ether, filtered, and concentrated. The residue was chromatographed (silica gel, 0.5- 
0.75% methanol: dichloromethane) and fractions containing product were pooled. 
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concentrated, diluted with ether and stored in the cold for 3 days. The mixture was 
filtered and the filtrate was concentrated to give the title compound (2.7 g, 52%). 

d) methyl (S^8-caiboxy.23.4^tetrahydro-4-methyl-3-<)xo-lH4.4.ben20diazepine-2- 
5 acetate hydrochloride 

The compound of Example 35(c) (2.8 g) in dichloromethane (10 mL) was treated 
with 4M hydrogen chloride in dioxane (25 mL) and stirred for 16 h. The mixture was 
concentrated to give the tide compound. 

10 e) methyl (S)-23.44-tetrahydro-4-methyl-3-oxo-8-[[[2-[N-trifluoroacetyl-4- 
piperidinyl]ethyI]methylamino]carbonyl]-lH-l,4-benzodiazepine-2-acetate 

The compound of Example 35(d)(310 mg, 1.1 mmol) and diisopropylethylamine 
(285 mg, 2.2 mmol) in dimethylfoimamide (2.5 mL) was added to a mixture of N- 
methyl-2-(N-trifluoroacetyl-4-piperidinyl)ethylamine hydrochloride (300 mg, 1.1 mmol), 

15 diisopropylethylamine (140 mg, 1. 1 mmol), and 1-hydroxybenzotriazole hydrate (150 
rag, LI mmol) in dimethylformamide (2.5 mL) foUowed by l-(3-dunethylammopropyl> 
3-etiiylcaibodiimide hydrochloride (220 mg, 1.1 mmol). The mixture was stirred for 16 
h, concentrated and the residue was triturated vwth ethyl acetate and water. The 
combined organic phase was wadied widi brine, dried (MgS04) and concentrated. The 

20 residue was chromatographed (silica gel, 0.5-1.5% methanolidichloromethane) and 
fractions containing the product were combined and concentrated to give the tide 
compound (260 mg, 51%). [a]D -75.6 (c I.CH3OH); MS(ES) m/e 513 [M+HJ+; 557 
[M+HC021-; HPLC tR 8.22 min (WHELK-0, 4.6 x 25 mm, 1 mL min, 10% 
medianol:water. UV detection at 220 nM); Anal. (C24H31F3N4O5 I.5 H2O) calcd: C, 

25 53.33; H. 6.34; N, 10.36 found: C. 53.39. H. 6.23; N, 9.98. 

f) (S>23,4,5-tetrahydro-4-mediyl-3-oxo-8-[[[2-[4- 
piperidinyllethyl]methylamino]carbonyl]-lH-l,4-benzodiazepine-2-ace^^ 
The compound of Example 35(e) was stirred with sodium hydroxide in 
30 methanol/water to give the title compound. 

Example 36 


35 


Preparation of methvl fS>-7-t-hutoxvcarhniivU7 .3AS-tftfTahYrf^3.mcn-%n- 
PhenvlethvlVl H-2-hen7a7£pinft-A.ari>t;,^^ 
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a) methyl 5-(t-butoxycarbonyl)-2-[N-(butoxycarbonyl)-N-(2- 
.^phenylethyl)aininomethyl]cinnamate 

To a stirred solution of the compound of Preparation 8(d) (4.9 g, 10 mmol) in dry 
acetonitrile (15 mL) was added methyl acrylate (3 roU 40 mmol), diisopropyle&ylamine 
5 (3.5 raL, 20 mmol), tri-o-tolylphoshine (304 rag, 1 ramol) and palladium acetate (1 12 mg, 
0.5 mmol). The reaction was repeatedly evacuated and flushed with argon and then 
heated to 80°C. After 1 h, an additional amount of tri-o-tolylphoshine (304 mg, 1 mmol) 
and palladium acetate (1 12 rag, 0.5 mmol) was added and the reaction was stirred for 2 h. 
The reaction was tiien cooled to RT, concentrated, suspended witii etiier (100 mL) and 

10 petroleum ether (50 mL), filtered free of msolnble materials and concentrated. The 
residual oil was purified by flash chromatography (silica gel, 15% ethyl acetaterhexane) 
to give the title compound (4.91 g, 99%). NMR (CDCb. 400 MH2)(mixture of amide 
rotomers) 5 1.42 and 1.49 (9H. 2 br s). 1.60 (?H, s), 2.74 and 2,84 (2H, 2 br s), 3.28 and 
3.42 (2H. 2 br s), 3.82 (3H, s), 4.47 and 4.57 (2H, 2 br s), 6.43 (IH, d, J=14.8 Hz), 7.05- 

15 7.30 (6H, m). 7.82-7.92 (IH, m), 7.97 (IH, dd). 8.15 (IH. d. J=1.4 Hz). 

b) methyl 5-(t-butoxycarbonyl)-2-[N-(butoxycarbonyl)-N-(2- 
phenyleUiyl)aminomethyl]phenylpropionate 

The compound of Example 36(a) (4,91 g, 9.9 mmol) was hydrogenated at 55 psi 
20 H2 over 10% Pd/C (2.5 g) in methanol (100 mL) for 7 h. After filtration through a pad of 
Celite® and concentration, the remaining oil was purified by flash chromatography (silica 
gel, 15% ethyl acetate:hexane) to give title compound as a clear oil (4.48 g, 91 %), ^H 
NMR (CDCI3. 400 MHz)(mixture of amide rotomers) 5 1.42 and 1.49 (9H, 2 br s), 1.60 
(9H, s). 2,58 (2H, t). 2,77 and 2.82 (2H. 2 br s). 2.92 (2H, br s). 3.31 and 3.42 (2H, 2 br 
25 s), 3.70 (3H, s), 4.38 and 4.47 (2H, 2 br s), 7.07-7.31 (6H. m), 7.78 (IH. s), 7.81 (IH, dd), 

c) 5-(t-butoxycarbonyl)-2-[N-(butoxycaibonyl)-N-(2- 
phenylethyl)aminomethyl]phenylpropionicacid 

The compound of Example 36(b) (4.48 g, 9 mmol) was treated witii IN sodium 
3 0 hydroxide (10 mL) in dioxane (50 raL) for 16 h at RT. After acidification with IN 
hydrochloric acid (10 mL), the reaction was extracted with ethyl acetate (2x100 mL), 
washed witii brine, dried (MgS04), filtered and concentrated to give the tide compound 
as a white soUd (4.12 g, 95%). ILC Rf 0.5 (silica gel, 95:4:1, chloroform:metiianol:acetic 
acid). 
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d) 5-(t-butoxycari)onyl)-2-[N-(butoxycarbonyl)-N-(2- 
phenylethyl)aminomethyl]phenylpropionyl fluoride 

To a stirred solution of the compound of Example 36(c) (4.12 g, 8.5 mmol) under 
argon hi dry dicWoromethane (25 mL) was added pyridine (0.73 mL, 9 mmol) followed 
by cyanuric fluoride (0.56 mL, 6.1 mmol). After stirring for 2 h, the reaction became a 
thick suspension. Hie reaction was then concentrated, taken up in ether (100 mL) and 
filtered through a pad of Celite to remove insoluble materials. The filtrate was washed 
with cold water, dried (MgS04), filtered and concentrated to give the title compound as a 
clear oil (4.21 g, 96%). 

e) 4(R)-benzyI-3-[3-[5-(t-butoxycarbonyl)-2-[N-(t-butoxycarbonyl)-N-(2- 
phenylethyl)aminomethyl]phenyl]propionyl]-2-oxazolidinone 

To a stincd solution of (R)-4-benzyl-2-oxazolidinone (1.8 g, 10 mmol) in dry 
THF (25 mL) at -78°C under argon was added via syringe, dropwise, a solution of 2.5N 
n-butyllithium in hexane (3.8 mL). After stirring for 15 min. a solution of the above the 
compound of Example 36(d) (4.21 g, 8.5 mmol) in THF (10 mL) was added dropwise 
over 5 min. The reaction was stirred for 1 h at -78°C and quenched with saturated 
aqueous ammonium chloride (50 mL). The reaction was allowed to warm to RT, 
extracted with ethyl acetate, dried (MgS04), filtered and concentrated. The residue was 
purified by flash chromatography (silica gel, 25% ethyl acetate:hexane) to give the title 
compound as a white soUd (5.13 g, 89%). iR NMR (CDCl3,400 MHz)(mixture of amide 
rotomers) 5 1.42 and 1.49 (9H, 2 br s), 1.59 (9H, s). 2.75 (IH, dd). 2.78 (IH. m), 2,87 
(IH, m). 3.01 (2H, ra), 3.18 (IH. ra), 3.23 (IH. dd), 3.31 (IH, dd), 3.33 (IH, m). 3.44 
(IH. m). 4.18 (2H, m). 4.46 and 4.55 (2H. 2 br s), 4.67 (IH, m), 7.16 (6H. m). 7.29 (5H. 
m), 7.81 (lH.d), 7.82 (1H.S). 

f) 4(R)-benzyl-3-[3-[5-(t-butoxycarbonyl)-2-[N-(t-butoxycarbonyl)-N-(2- 
phenylethyl)aminomethyl]phenyll-2(SHmethoxycarbonyhnethyl)propionyl]-2- 
oxazolidinone 

To a Stirred solution of the compound of Example 36(e) (5.13 g, 8 mmol) in dry 
THF (75 mL) with stirring at -78*C under argon was added dropwise via syringe a 
solution of IN lithium hexamethyldisilazane in THF (8.2 mL). After stirring for 15 min, 
methyl bromoacetate (3.75 mL;40 mmol) was added in one portion. The reaction was 
allowed to warm to -28**C and stirred for an additional 2 h, quenched with satuntted 
aqueous ammonium chloride, extracted with ethyl acetate, washed with brine, dried 
(MgS04), filtered and concentrated. The residue was purified by column 
chromatography (silica gel. 20% ethyl acetateihexane) to give die title compound as a 
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white solid (3.00 g, 53%). HPLC k* 2.9, minor diastereoraer k' 6.4, d.e.88% (Ultrasphere, 
4.6x250 ram, 1.5 mL/min, 20% ethyl acetaterhexane, UV detection at 254 nra); iR NMR 
(CDCI3. 400 MHz) 5 1.40 and 1.47 (9H, 2 br s), 1.52 (9H. s), 2.44 and 2.52 (IH, br s and 
br d), 2.70 (IH, dd), 2.80 (2H. m), 2.88 (2H, m), 3.00 (IH. dd). 3.31 (IH, dd), 3.39 (2H. 
5 m), 3.67 (3H, s), 3.79 (IH, t), 4.00 (IH, d), 4.30 and 4.38 (IH, br s and br d), 4.55 (3H, 
m), 7.10-7.35 (UH. m). 7.72 (IH. s). 7.79 (IH. dd). 

g) (S)-3-[5«(t-butoxycarbonyl)-2-[N-(t-butoxycarbonyl)-N-(2- 
phenyiethyl)aminomethyl]phenyl]-2-(metfaoxycarbonylmeihyl)-propionicacid 

10 hydrochloride 

To a stirred solution of the compound of Example 36(f) (1.47 g, 2 mmol) in (3:1) 
THFiwater (16 mL) at 0 T was added dropwise a solution of lidiium hydroperoxide 
made from 30% hydrogen peroxide (0.7 mL) and lithium hydroxide hydrate (90 mg, 2.1 
raraol) in water (2.1 mL). After stirring for 1 h at 0°C, excess peroxide was destroyed 

15 with a solution of sodium sulfite (1.28 g) in water (6.2 mL) dropwise with cooling. The 
reaction was then acidified with 3N hydrochloric acid and extracted with 
dichloromethane (2x50 mL). dried (MgS04). filtexed and concentrated. 

h) (S)-3-[5-(t-butoxycarbonyl)-2-[N-(t-butoxycarbonyl)-N.(2- 

20 phenylethyl)aminometfayl]phenyl]-2-(me1hoxycarbonybnelhyl)-pn)pionic acid 
hydrochloride 

The compound of Example 36(g) was treated with a solution of 4N hydrogen 
chloride in dioxane (15 mL) with stirring for 10 min at RT and concentrated without 
heating. The residue was taken up in ethyl acetate and concentrated to remove excess 
25 hydrogen chloride and crystallized from ethyl acetate:ether to give the tide compound 
(0.75 g. 76%) as a white solid. ^H NMR (d4-MeOH, 400 MHz) 5 1.60 (9H, s), 2.68 (IH, 
dd). 2.81 (IH, dd). 2,98-3.18 (5H, m). 3.42 (2H, m). 3.68 (3H, s). 4.40 (IH. d. J=13.6 
Hz), 4.51 (IH, d. J=13.6 Hz), 7.32 (5H. m). 7.58 (IH, d, J=8.0 Hz). 7.90 (IH. dd), 7.95 
(lH,d.J=1.4Hz). 

30 

i) methyl (S)-7-(t-butoxycarbonyl)-23,4,5-tetrahydro-3-oxo-2-(2-phenylettiyl)-lH-2- 
benzazepme-4-acetate 

To a stirred solution of the compound of Example 36(h) (0.35 g, 0.71 mmol) in 
diy NJ^-dimethylfomiamide (20 mL) at O^C in a Dewer flask was added Iriethylamine 
3 5 (200 mL, 1.42 mmol), sodium bicarbonate (300 rag, 3.57 mmol), and diphenylphosphoryl 
azide (250 mL. 1.2 mmol). After stirring at 0 °C for 24 h, the reaction was concentrated, 
taken up in ethyl acetate (100 mL), washed with water, brine, dried (MgS04). fdtered and 
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concentrated. The residue was purified by chromatography (silica gel, 35% ethyl 
acetate:hexane) to give the title compound as a sticky white foam (243 mg, 78%). HPLC 
k' 2.13, k* 1.28(enantiomer) >99.5% optically pure (Chiralpak AS, 0.46x250mm, 1 
mlVrain. 20% EtOHrn-hcxane. UV detection at 254 nm); [a]D -71.2 (c 1.4, MeOH); 
NMR (CDCI3, 400 MHz) 6 1.60 (9H, s). 2.42 (IH, dd), 2.74 (2H, t), 2.89 (IH, dd), 3.02 
(2H, m), 3.60 (IH. m). 3.72 (3H, s), 3.81 (IH, d, J=16.7 Hz), 3.81 (IH, m), 5.20 (IH, d, 
J=16.7 Hz), 7.00-7.23 (6H, m), 7.69 (IH, s), 7.71 (IH. d). 

Example 37 

Preparation of fR.S)-8-rrf4.4*-bipiperidin-l-vnicarhonvn-2.<? 4.5-tetrahvdro.2-methvl-3- 

a) methyl (R,S>8-carboxy-2,3,4,5-tetrahydro-2-methyl-3-oxo-lH-2-benzazepine-4- 
acetate 

Using the procedure of PreparatiDn 8(a)-(g), except substituting 4-biomo-3- 
methylbenzoic acid for 3-bromo-4-methylbenzoic add and substituting methylamine for 
phenethylamine, gave the title compound. 

b) (R,S)-8-[[(4,4'-bipiperidm.l-yl)]carb(myl]-23,4,5-tetrahydro-2-methy^^ 
benzazepine-4-acetic acid 

Uang the procedures of Example 25(b)-(c), except substitutmg the compound of 
Example 37(a) for the compound of Example 25(a), gave the title compound. HPLC k' 
3.23 (PRP-1; 15%acetonitrile/water-0.1%TFA); lHNMR(400MHz,CD3OD)57.21- 
7.30 (m. 3H), 5.37 (d, J=16.6 Hz, IH), 4.58-4.74 (m, IH), 4.07 (d, J=16.6 Hz, IH), 3.84- 
3.96 (m, IH), 3.68-3.84 (m, IH), 3.40 (br d. J=12.6 Hz, 2H), 3.17 (dd, J=17.7, 4.0 Hz, 
IH), 2.69-3.17 (m, 6H), 3.01 (s, 3H), 2.47 (dd, J=17.0, 4.7 Hz, IH), 1.10-2.10 (m, lOH); 
MS(ES) m/e 428.2 [M+H)+. 214.6. 205.4; Anal. (C24H33N304-2 CFaCOaH-HiO) 
calcd: C. 49.93; H, 5M; N. 6.24. found: C. 50.17; H, 5.32; N, 6.20. 

Example 38 

Preparation of fR.S)-2.3.4.5-tetrahvdrQ-7-ri>f4.r4.pvridvnpipera7i nvllcarbonv^ 
roethyl-3-oxo-lH-1.4-benzodia2epine.2-acetic arid 

Methyl (R,S)-7-carboxy-2,3,4,5-tetrahydro-4-methyl-3-oxo-lH-l,4- 
benzodiazepine-2-acelate (2.0 mmol) dissolved in DMF (30 mL) was treated with l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (2.2 mmol). 1-HOBT (285 mg, 
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2.1 mmol) and adjusted to pH 7 with triethylaraine. The mixture was treated with 1- 
(pyrid-4-yl)piperazine (2.4 mmol), stirred at RT for 48 h, concentrated and the residue 
was purified by flash chromatography to yield the titte compound. HPLC k' 4.01 (PRP-1; 
12% acetonitrile/water-0.1% TFA); ifl NMR (400 MHz. CD3OD) 58.17 (d, J=7.4 Hz, 
5 2H). 7.12-7.24 (m, 4H). 6.63 (d, J=9.0 Hz. IH), 5.59 (d, J=16.7 Hz, IH). 5.21 (dd. J=9.0. 
5.1 Hz. IH). 3.90 (d. J=16.7 Hz. IH). 3.72-3.90 (m, 8H). 3.04 (s. 3H). 2.94 (dd, J=16.6. 
9.0 Hz, IH), 2.66 (dd, J=16.8, 5.1 Hz, IH); MS(ES) m/e 424.2 [M+H]+; Anal. 
(C22H25N504-2 CF3CO2H) calcd: C, 47.93; H, 4.18; N, 10.75. found: C. 47.86; H. 
4.40; N, 10.87. 

10 

Example 39 

Preparation of fR.SV7-rrr4-raminoiminomethvnphenv n-methvlam!nnlcaihonvn-2,3.4.^^ 
i etrahYdro-2-r2-(2-thienvnethvn-3-oxo-lH-2-ben7^eninfi^-flm^ 

15 Using the procedure of Preparation 8(c)-(j). except substituting 2-(2- 

thienyl)etiianamine for 2-phenethyIamine in the procedure of Preparation 8(c) and 
substituting sodium borohydride and nickel chloride hexahydrate for Pd/C and hydrogen 
in tfie procedure of Preparation 8(f) and substituting trietiiylamine in lefluxing toluene for 
sodium methoxide in metfianol in the procedure of Preparation 8(g) and substimting 

20 lithium hydroxide in aqueous THF for aqueous sodium hydroxide in methanol in the 
procedure of Preparation 8(j). gave die title compound. 

Example 40 

25 EEPParation of (R,SV2.3 A5-tetrahvdro-3-OT(v^2.ph envlethv11V7-rrr-^-r4- 

DiDeridnvllDronynmethvlaminol-carhn nvll-lH-l .4.hftnzodiazepine-2>acettc add 

Metiiyl(R,S)-7-carboxy-4-(2-phenyletiiyl)-U.4.5-tetrahydro-3-oxo-2H-1.4- 
benzodiazepine-2-acetate (2.0 mmol) dissolved in DMF (30 mL) was treated with 
benzotriazoH-yloxy-tris(dimetiiylamino)phosphonium hexafluorophosphate ( 2.2 

30 mmol), 1-HOBT (285 rag, 2.1 mmol) and adjusted to pH 7 witii trietiiylamine. The 
mixmrc was tiealed with N-melhyl-3-[N-(tert-butoxycaibonyl)piperidin-4- 
yl]]propanamine (2.4 mmol) , stirred at RT for 48 h, concentrated and the residue was 
purified by flash chromatography. 

TTieproduct is dissolved in 50% TFA/metiilene chloride at RT and stirred Ih. The 

3 5 solution is concentrated by evaporation of the TFA and metiiylene chloride. ledissolved 
in metiiylene chloride and re-concentrated. 
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A portion of the compound (0.26 mmol) was dissolved in methanol (9 mL), and 
1.0 N sodium hydroxide (0.81 mL, 0.81 mmol) was added. The solution was stirred at 
RT overnight, and concentrated. The residue was dissolved in watei/acetonitrile (3 mL), 
cooled to C^C and acidified with IFA (0.21 mL, 2.7 mmol). The solution was 
5 concentrated and the residue was purified by reversed-phase flash chromatography (C-18 
silica gel, AN/W-TFA). Concentration and lyophilization gave the title compound. 
MS(ES) m/e 507 [M+H]+ 505 [M-H]-. 

10 FMmvt^l 

Preparation of (R.SV23.4.5-tetrahvdro-4-methvl-3-oxo-7-rrr3-f4-pipeiidnvnproDvll 
inethvlaminokarhonvn-lH-1.4-benzodiazepine^2-aceticacid 

Using the procedure of Example 40, except substimting the compound of 
15 Example 8(i) for methyl (R,S)-7-carboxy-4-(2-phenylethyl)-1.3,4,5-tetrahydro-3-oxo-2H- 
l,4-benzodiazepine-2-acetate, gave the title compound. 

Example 42 

20 Preparation of (R.SV2.3 A5-tetrahvdro^isoprQpvl-3-Qxo-8-rrr2-r4-piperidinvn 

a) methyl (R,S)-8-carboxy-2,3,4,5-tetrahydro-4-isopropyl-3-oxo-lH-l,4-benzodiazepine- 
2-acetate 

25 U^g the procedure of Example 2(a) except substimting isopropylamine for 

isopentylamine and substituting diisopropylethylamine in refluxing xylene for sodium 
methoxide in methanol in the cyclization step gave the title compound. 

b) methyl (R,S)-23,4,5-tetrahydro-4-isopropyl-3-oxo-8-[[[2-(4- 

3 0 pyridyl)ethyl]methylamino]carbonyl]- lH-1 ,4-benzodiazepine-2-acetate 

Using the procedure of Example 2(b), except substimting the compound of 
Example 42(a) for the compound of Example 2(b), gave the title compound. 

c) methyl (R,S>2,3,4,5-tetrahydro-4-isopropyl-3-oxo-8-[[[2-(4-piperidinyl) 
35 .ethyl3methylaminolcarbonyl]-lH-l,4-benzodiazepine-2-acetate 

Using the procedure of Example 2(c), except substituting the compound of 
Example 420)) for the compound of Example 2(b), gave the tlQe compound. 
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d)(R,S)-23,4,5-tetrahydro-4-isopropyl-3-oxo-8-[[[2-(4-piperidmyl)ethyl] 
methylaminojcarbonyl]- lH-1 ,4-benzo(lia2epine-2-acetic acid 

Using the procedure of Example 2(d), except substituting the compound of 
5 Example 42(c) for the compound of Example 2(c), gave the title compound. 

Example 4? 

Preparation 0f(SV2.34.5-tetrahvdro4-(2-phenvlethvlV3^oxf>-8-rrr2-r4- 
10 piperidmvl>etfavl1methvlamino1cariKinvll-lH-1.4-henzndiazepine-2-aceticad 

Using the procedure of Example 35, except substituting t-butyl 3-amino-4-[N-(t- 
butoxycarbonyl)-N-(2-phenyleihyl)aminomethyl]benzoate for t-butyl 3-amino-4-[N-(t- 
butoxycai1)onyl)-N-(methyl)-aminomethyl]benzoate in Example 35(a) gave the title 
compound. 

15 

Example 44 

Preparation of (R.SV7-rfr4-(aminoiminomethvnph& nvll-carhonvnmetfavlaminQl-2.3.4^- 
tetrahvdro-3-oxo-2-a-Dhenvletfavll-lH-2-benzazepine-4-aceticacid 

20 

a) methyl (R,S)-7-(benzyloxycarbonyl)amino-23,4^-tetrahydro-3-oxo-2-(2- 
phenylethyl]-lH-2-benzazepine-4-acetate 

A mixture of methyl (R,S)-7-carboxy-2,3,4,5-tetrahydro-3-oxo-2-(2-phenylethyl)- 
lH-2-ben2azepine-4-acetate (2.67 mmol), triethylamine (0.42 mL, 5.87 mmol) and 
.25 diphenyl phosphorylazide (0.62 mL, 2.80 mmol) in toluene (20 mL) was heated at 1Q5°C 
for 0.5 h. After the temperature was lowered to 80°C, the mixture was treated with benzyl 
alcohol (0.60 mL, 0.42 mmol), stined for 14 h and concentrated. The residue was 
purified by flash chromatography to give the title compound. 

30 b) methyl (R,S)-7-[N-(benzyloxycarbonyl)methyiamino]-2,3,4,5-tetrahydro-3-oxo-2-(2- 
phenylethyl]'lH-2-benzazepin&4-acetate 

The compound of Example 169(a) was treated with sodium hydride and 
iodomethane in 4:1 THF:dimethylformamide to give the tide compound. 
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c) methyl (R,S>7-methylammo-2,3,4,5-tetrahydro-3-oxo-2-(2-phenylethyl]-lH-2- 
benzazepine-4-acetate 

Using the procedure of Example 19(c), except substituting the compound of 
Example 169(b) for the compound of Example 19(b) gave the title compound. 

5 

d) methyl (R,S)-7-[[[4-(N-bMizyioxycarbonyl)(aminoimino- 

methyl)phenyl]carbonyl]mediylamino]-2,3,4^-tetrahydro-3-oxo-2-(2-phenylethyI]-lH-2- 
bOT2azepine-4-acetace 

The compound of Example 169(b) is treated with 4-[N- 
10 (benzyioxycarbonyl)(aminoiminomethyl)]benzoic add, BOP andtiiethylamine in 5:4 
dichloromethane:THF to give the title compound. 

e) methyl (R,S)-7-[[[4-(aminoimiomethyl)phenyl]carbonyl]-amino]-23A5-tetrahyd^ 
oxo-2-(2-phenylethyl]-lH-2-benzazepine-4-acetate 

15 Using the procedure of Example 19(c)-(d), except substituting the compound of 

Example 169(c) for the compound of Example 19(b) gave the title compound. 

Example 45 

20 Preparation of (R.S)-2.3.4.5-tetrahvdro-3-oxo-4-Tn ethvl-8-rrr2.fr2-amino^pvrid-4. 
vnethvIlmethvlaminolcari)Qnvn-lH-l .4-henzodia7£niiift- 2-acetic acid 

Methyl (R,S)-8-caiboxy-4-methyl-13.4^-tetrahydro-3-oxo-2H-1.4- 
benzodiazepine-2-acetate (2.0 mmol) dissolved in DMF (30 raL) was treated with 
benzotria2oH-yloxy-tris(dimethylamino)phosphonium hexafluorophosphate ( 2.2 

25 mmol), 1-HOBT (285 mg, 2. 1 mmol) and adjusted to pH 7 with tiiethylamine. The 
mixture was treated with 2-[2-(amino)pyrid-4-yl]-N-(methyl)-ethanamine (2.4 mmol), 
stirred at RT for 48 h. concentrated and the residue was purified by flash 
chromatography. 

A portion of the compound (0.25 mmol) was dissolved in methanol (9 mL), and 
30 1.0 N sodium hydroxide (0.81 mL, 0.81 mmol) was added. The solution was stirred at 
RT overnight, and concentrated. The residue was dissolved in watei/acetonitrile (3 raL), 
cooled to 0°C, and acidified with TFA (0.21 mL, 2.7 mmol). The solution was 
concentrated and the residue was purified by reversed-phase flash chromatography (C-18 
silica gel, ANAV-TFA). 


35 
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Parenteral Dosage Unit Composition 

A preparation which contains 20 mg of the compound of Example 1 as a sterile 
5 dry powder is prepared as follows: 20 mg of the compound is dissolved in 15 mL of 
distilled water. Hie solution is filtered under sterile conditions into a 25 mL multi-dose 
ampoule and lyophilized. The powder is reconstimted by addition of 20 mL of 5% 
dextrose in water (D5W) for intravenous or intramuscular injection. The dosage is ' 
thereby determined by the injection volume. Subsequent dilution may be made by 
10 addition of a metered volume of this dosage unit to another volume of D5W for injection, 
or a metered dose may be added to another mechanism for dispensing the drug, as in a 
bottle or bag for IV drip infusion or other injection-infusion system. 

Example 46 

15 

Oral Dmgg Unit Comppstti w 

A capsule for oral administmtion is prepared by mixing and milling 50 mg of the 
compound of Example 1 with 75 mg of lactose and 5 mg of magnesium stearate. The 
resulting powder is screened and Hlled into a hard gelatin capsule. 

20 

Oral Dosape Unit Compositinn 

A tablet for oral administration is prepared by mixing and granulating 20 mg of 
25 sucrose, 150 mg of calcium sulfate dihydrate and 50 mg of the compound of Example 1 
with a 10% gelatin solution. The wet granules are screened, dried, mbced with 10 mg 
starch, 5 mg talc and 3 mg stearic acid; and compressed into a tablet 


30 


Hie foregoing is illustrative of the making and using of this invention. This 
invention, however, is not limited to the precise embodiments described herein, but 
encompasses all modifications within the scope of the claims which follow. 
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(R)-7-[(M'-bipiperidm-l-yl)carbonyl]-23.4^-tetrahydro-4-me&^^^ 

benzodiazepme-2-acetic acid; 

(S)-7-[(4,4-bipiperidin-l-yl)carbonyl]-23,4^-tetrahydro-4-methyi-3-oxo-lH-1.4- 
benzodiazepm6-2-acetic acid; 
5 Sodium (R,S)-7-K4,4-bipiperidm-l-yl)carbonyl]-23,4^tetrahydro-4-memyl^^ 
1 ,4-benzodiazepine-2-acetate; 

(R,S)-8-[[(4,4'-bipiperidin-l-yl)Jcarbonyl]-23A5-tetrahydro-2-metiiyl-3-ox^ 

benzazepine-4-acetic acid; and 

(R,S)-23A5-tetrahydro-7-[l-[4-(4-pyridyl)pipCTazinyl]carbonyl]-4-methyl-3-oxo-lH- 
10 l,4-benzodiazBpine-2-acetic acid; 

and pfaamiaceuiically acceptable salts thereof. 

3. A compound according to foiiDula(ni): 



15 wheiein 

R is H, Ci^alkyl, benzyl or a carboxy protecting group. 

R3 is Ci^alkyl. Ca^lkenyl, Ar-Q)^yl, C3-7cycloalkyIQ).6alkyl or Het- 

Co.6alkyl-;and 

X is H, Ci^alkyl, q^alkoxy, Ci^alkylthio. trifluoroalkyl, N(R*)2, C02R'. 
20 CONOfh. OH, F, a Br or I; 

and pharmaceutically accq>table salts diereof . 

provided tiiat if X is R3 is not phenylethyl or cycIohexylethyL 


4. A compound of fonnula (n): 



wherein 

R is H, C\jS^U benzyl or a caiboxy protecting group; 

R3 is Ci-ealkyl Cs-ealkenyl, Ar-Co-galkyl, C3.7cycloalkylQ)u6alkyl or Het- 

Co.6^1kyl.; and 
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X is H, Ci^alkyl. Cj^allcoxy, Cj^alkylthio, trifluoroalkyi, N(R')2, COzK 

C0N(R*)2,0H, F,C1, Br or I; 

and phannaceutically acceptable salts thereof, 

provided that if X is H, R3 is not phenylethyl 

5 

5. A compound according to claim 3 or 4 wheiein R3 is H, methyl or isopropyl. 

6. A compound according to claim 3 which is: 
(R,S)-2,3,4,5-tetrahydro-4-methyl-3-oxo^8-([[2-(4-pipeiidinyl)ethyl] 

10 methylamino]carbonyl]-lH- 1 ,4-benzodiazepine-2-acetic acid; or 
(S)-2,3,4,5-tetrahydro-4-raethyl-3-oxo-8'[[[2-(4-piperidinyl)ethyl] 
methylamino]carbonyl]-lH-l,4-benzodiazepine-2-aceticacid; 
or a pharmaceutically acceptable salt thereof. 

15 7. A compound according to claim 4 which is: 

(R.S)-7-I(4.4'4)ipipe£idin-l-yl)carbonyl]-2.3,4^-tetrahydro-4-methyl-3-ox^ 
benzodiazepine-2-acetate;or 

(S)-7-[(4,4'-bipiperidin-l-yl)carbonyl]-23,4^-tetrahydro-4-methyl-3-oxo-lH-l,4- 
benzodiazepine-2-acetic acid 
20 or a phannaceutically acceptable salt thereof 

8. A pharmaceutical composition comprising a compound according to any one of 
claims 1-7 and a phannaceutically acceptable canier. 

25 9. A method for inhibiting platelet aggregation vdiich comprises administering a 
compound accoidmg to any one of claims 1-7 to a mammal in need thereof. 

10. A method for treating myocardial infarction, thrombosis, embolism, stroke and 
infarct-related disorders, or restenosis following angioplasty, which comprises 
3 0 administering a compound according to any one of claims 1-7 to a mammal in need 
fliereof. 


11. A metiiod for inhibiting reocclusion of an artery or vein following tiirombolytic 
therapy compiismg administering a compound according to any one of claims 1-7 and a 
35 tiurombolytic agent 


4 
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(R)-7-((4,4'-bipiperidin-l-yl)caibonyl]-23A5-tetrahydro-4-methy^ 

benzodiazepine-2-acetic acid; 

(S)-7-[(4,4'-bipiperidin-l-yl)carbonyl]-2,3,4^-tetrahydro-4-raethyl-3-oxo-lH-1.4- 
benzodiazepine-2-acetic acid; 
5 Sodium (R,S)-7-[(4,4'-bipiperidin-l-yl)carbonyl]-23,4,5-tetrahydro-4-methyl-3-oxo- IH- 
1 ,4-benzodiazepine-2-acetate; 

(RtS>8-tI(4,4-bipiperidin-l-yl)]carbonyl]-2,3,4,5-tetrahydro-2-methyl-3^^ 

benzazepine-4-acelic acid; and 

(R»S)-23.4,5-tetrahydro-7-(l-[4-(4-pyridyl)piperazinyl]carbonyI]-4-me%l-3-oxo-lH- 
10 l»4-benzodiazepine-2-acetic acid; 

and phannaceatically acceptable salts thereof. 

3. A compound according to fonnula (m): 



15 wheiein 

R is H, Ci^alkyl, benzyl or a carboxy protecting group. 

R3 is Ci-^alkyl C3.^enyl. Ar-Co^salkyl. C3.7CycloaIlqrlCo^alkyl or Het- 

Co-GalkyL; and 

X is H, Ci^alkyl, Cj^alkoxy, CmaJkylthio, trifluoroalkyl. N(R')2, C0^\ 
20 CONCRU OH, F. CI. Br or 1; 

and pharmaceutically acceptable salts thereof, 

provided that if X is H, is not phenylethyl or cydohexylethyl. 


4. A compound of formula (II): 



wherein 

R is H, CijgsJkfl, benzyl or a caxboxy protecting group; 

r3 is Ci.6alkyl, C3.6alkenyl. Ar-Qwalkyl. Cs-Tt^cloalkylCo-ealkyl or Het- 

Co-6alkyL;and 
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X is H, Ci^alkyl, Ci^alkoxy, Ci^alkylthio, trifluoroalkyl, N(R')2, CO2R', 

CON(R')2.0H,F,aBrorI; 

and phannaceutically acceptable salts thereof, 

provided that if X is H» R3 is not phenylediyl. 

5. A compound according to claim 3 or 4 wherein R3 is H, methyl or isopropyl. 

6. A compound according to claim 3 which is: 
(R,S)-2.3,4.5-tetiahydro-4-methyl-3-oxo^8-[[[2-(4-piperidinyl)ethyl] 
methylamino]carbonyl]-lH-l,4-benzodiazepin6-2-acetic add; or 
(S)-2,3,4,5-tetrahydro-4-methyl-3-oxo-8-[[[2-(4-piperidinyl)ethyl] 
methylamino]carbonyl}-lH-l »4*benzodiazepine-2-acetic acid; 

or a pharmaceatically acceptable salt thereof. 

7. A compound according to claim 4 which is: 

{R,S)-7-I(4.4'-Wpiperidm-l-yl)carbonyl]-23,4,5-tetrahydro-4-methyl-3-oxo-lH- 

benzodiazepine-2-acetate;or 

(S)-7-l(4.4-bipiperidin-l-yl)carbonyl]-23A5-tetrahydro-4-methyl-3-oxo-lH^ 

benzodiaz^in&-2-acetic acid 

or a phannaceutically acceptable salt th^^eof 

8. A phannaceutical composition comprising a compound according to any one of 
claims 1-7 and a pharmaceutically acceptable canier. 

9. A method for inhibiting platelet aggregation which comprises administering a 
compound according to any one of claims 1-7 to a mammal in need thereol 

10. A method for treating myocardial infarction, thrombosis, ^holism, stroke and 
infarct-related disorders, or restenosis following angioplasty, which comprises 
administering a compound according to any one of claims 1-7 to a mammal in need 
thereof. 

11. A method for inhibiting reocclusion of an artery or vein following thrombolytic 
therapy comprising admmistering a compound according to any one of claims 1-7 and a 
thrombolytic agent 
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12. Hie use of a compound according to any one of claims 1-7 in the manufacture of 
a medicament for inhibiting platelet aggregation. 

13. TTie use of a compound according to any one of claims 1-7 in the manufacture of 
a medicament for treating myocardial infarction, thrombosis, embolism, stroke and 
infarct-related disorders, or restenosis following angioplasty. 

14. A process for preparing a compound according to claims 1-7, which comprises 
treating a compound of formula (IV): 



wherein 

AlisNHorCHa; 

R is H, Ci_6alkyl, benzyl or a caiboxy protecting group. 

R3 is Ci^alkyl, Ca^lkenyl, Ar-Ci4alkyl or Het-Ci^alkyl; and 

X is H, Ci^alkyl, Cj^alkoxy, Cj^alkylthio. trifluoroalkyl. NCR-h. C02R'. 
CON(R')2.0H,F,a,BrorI; 

R6' is is 4-amidino-Ar-N(CH3)CO, 4-amidino-Ar-CONH, [[2-(4- 
piperidinyl)ethyl](N-methyl)amino]carbonyl, (4,4'-bipiperidin-l-yl)carbonyl, [4-(2- 
aminoethyl)piperidin-l.yl]carbonyi. [[[3-(4-piperidinyl]propyl] methylamino]carbonyl. 
l-[4-(4-pyridyI)piperazinyl]carbonyl, [[2-[(2-amino)pyrid-4-yl3ethyl]methylamino]- 
carbonyl, [[2-(4-pipeiidinyl)ethyl] carbonyljamino, [[2-(4-piperidinyl)ethyl] 
carbonyl]amino, [[2-(l-piperazinyl)ethyl] methylamino]-carbonyl, or [[(1,23,4- 
tetrahydro-7-isoquinolinyl]amino]carbonyl, wherein any basic nitrogen is protected; 
with a reagent, in any order, 

(i) to remove an amino protecting group from R^'; and, if necessary. . 

(ii) to remove a carboxy protecting group from CO2R; and 

(iii) form apharmaceoticaUy acceptable salt thereof. 

15. A process for preparing a pharmaceutical composition comprising admixing a 
compound according to any one of claims 1-7 with a pharmaceutically acceptable carrier. 
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Group U, ctaimCs) 1, 2, 8. 9» lO-%V(in pait). IS. drawn to benzazepines eompositioiu, myocardial in&retbn, 
thrombosis. emboGsm stroke, infarct related disorders, restioosis. 

Group ni, claim(s) 14 (in part), drawn to process of making. 

The inventions Usted as Groups I and U do not relate to a single inventive eoocept under PCT Rule 13.1 because, under 
PCT Rule 13.2. they lack the same or corresponding special technical features for the following reasons: 

Group I is drawn to a core with two NITROGENS, DIAZEPINES. Group n is drawn to a core with one NITROGEN, 
AZEPINES. Reference of one will not be reference to another and search of Group I is diffeimt from Group II. One 
skilled in the ait could pnctioe invention of Group I without practicing the invention of Group H. Group 10 b drawn 
to a process of making the AZEPINES. 37 CFR 1.47S(D). 
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